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Attention: TSCA §8(e) Submittal

REFERENCE: TSCA §8(e) Submittal BEHQ-02-15211 for

is submitting this supplemental information pursuant to
Section 8(e) of the Toxic Substances Control Act (TSCA). This submission is an additional
supplement to an earlier submission (8EHQ-02-15211)

This material has been tested under the name SP 7077.

A series of female pubertal and male Hershberger assays were conducted with SP 7077 and
SP 7077 Variants.

In the female pubertal assays, female rats 22 days of age (N = 15/group) received 20 daily
doses of SP 7077 or a Variant at three dose levels by oral gavage. Daily body weights were
recorded. Beginning at 25 days of age, each female was observed daily for vaginal
perforation. Vaginal smears for determination of estrus were performed daily upon the
completion of vaginal perforation. At 42 days of age, all females were euthanized and
weights of the following were recorded: liver, ovaries, wet and blotted uterus, pituitary gland,
and adrenal glands.

In the Hershberger assays, castrated male rats (N = 10-15/group) received ten daily doses of
SP 7077 or a Variant at three dose levels by oral gavage. Males also received daily
subcutaneous injections of testosterone propionate (0.4 mg/kg/day). Daily body weights
were recorded. After ten daily doses, all males were euthanized, and weights of the
following were recorded: liver, Cowper's gland, glans penis, levitor ani/bulbocavernosus
muscles, seminal vesicles with coagulating glands, and ventral prostate.

An earlier supplemental submission provided unaudited draft results for the initial set of male
and female assays, and stated that all positive findings would be reported when the research

program was completed. This supplemental submission provides the final reports for each of
the assays with positive findings.

The female assays produced the following effects in one or more studies: acceleration of
vaginal perforation, decreased uterine blotted and/or wet weights, decreased ovary weight,
increased adrenal weight, increased liver weight.
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The initial male assay submitted earlier appeared to result in a decrease in the weight of the
seminal vesicles/coagulating glands. This was initially attributed by us to test material
exposure, although the laboratory and study director considered it to be within the range of
biological variation. However, subsequent Hershberger assays with SP 7077 and SP 7077
Variants did not affect the weights of male reproductive organs. In light of the results of the
complete testing program, we now conclude that the original results were due to biological

variation. Therefore, none of the male Hershberger assay final reports have been included
in this supplemental submission.

We consider this letter to be "Confidential Business Information" (CBI); therefore, we are also
enclosing a “sanitized" (non-CBI) version.

If you have any questions, please contact

Sincerely,
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COMPLIANCE STATEMENT

This study, designated WIL-187029, was conducted in compliance with the United States
Environmental Protection Agency (EPA) Good Laboratory Practice Standards
(40 CFR Part 160), October 16, 1989; the United States Environmental Protection
Agency (EPA) Good Laboratory Practice Standards (40 CFR Part 792), September 18,
1989; the Organisation for Economic Cooperation and Development (OECD) Principles
of Good Laboratory Practice [C (97) 186/Final], November 26, 1997; the standard
operating procedures of WIL Research Laboratories, Inc., and the protocol as approved

by the sponsor.

_ 5/29/ 2653
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1. SUMMARY
1.1. OBJECTIVE

The objective of the study was to evaluate the ability of the test article to induce effects

on pubertal development in the intact juvenile female rat.

1.2. STUDY DESIGN
SP 7077 Variant (TS02044), in the vehicle, Mazola® corn oil, was administered orally by

gavage once daily for 20 consecutive days to three groups of 15 Crl:CD®(SD)IGS BR
immature female rats. Dosage levels were 50, 150 and 500 mg/kg/day, and the dose
volume was 5 mL/kg. A concurrent control group received the vehicle on a comparable
regimen. These dosage levels were determined from the results of previous studies and

. ) . . ~
were provided by the sponsor representative after consultation with the /

B

Dosing procedures were performed on February 18 through March 9, 2003, when the
animals were 22 to 41 days of age. At the initiation of dose administration, body weights

ranged from 40.2 to 61.8 g. The following table presents the study group assignment:

Dose Number
Group Test Dosage Level  Concentration Dose Volume of
Numbe Article (mg/ke/day) (mg/mL) (mL/kg) Femal
1 Corn Oil 0 0 5 15
2 SP 7077 Variant 50 10 5 15
3 SP 7077 Variant 150 30 5 15
4 SP 7077 Variant 500 100 5 15

Preparation, storage and sampling of the control and test article formulations were
conducted as follows. For the control group, the appropriate amount of the vehicle was
dispensed into a storage container and stirred throughout use. The SP 7077 Variant

(TS02044) dosing formulations were prepared by weighing an appropriate amount of test
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article for each group into a tared, calibrated storage container. A stir bar and
approximately 80% of the vehicle were added to the storage container, and the mixture
was stirred until uniform. The formulations were heated in a water bath (46°C to 55°C).
The appropriate volume of vehicle was added to bring the formulations to the calibration
mark, and the preparations were stirred until uniform and throughout use. The SP 7077
Variant (TS02044) dosing formulations were prepared weekly, were divided into aliquots
for daily dispensation and were stored at room temperature. Three sets of samples from
the dosing formulations (including the control group) were collected prior to the initiation
of dose administration. Two sets of samples for concentration verification were collected
on the first and eighth day of each weekly preparation. Two sets of homogeneity/stability
samples and four sets of concentration samples were shipped under ambient conditions to
the sponsor for hofnogeneity, stability and concentration analyses; the remaining samples
were stored under normal laboratory conditions aE ]for

possible future analysis.

Eight dams with 10 or 11 female pups each (84 pups total) were received from Charles
River Laboratories, Inc., Portage, Michigan, on February 6, 2003. Pups were initially
housed in plastic maternity cages (by litter with their own or a fostering dam) during the
acclimation period (11 days) until randomization of the pups on postnatal day (PND) 21.
Following randomization, the female pups were weaned and housed three per cage in
plastic maternity cages. Environmental controls were set to maintain an average daily
temperature of 71+5°C and an average daily relative humidity of 50£20%. Actual mean
daily temperatures ranged from 70.6°-70.9°F (21.5°-21.6°C) and mean daily relative
humidity ranged from 36.7%-39.4%. Light timers were calibrated to provide a 12-hour
light (6 a.m. to 6 p.m.)/12-hour dark photoperiod. Air handling units were set to provide
approximately 10 fresh air changes per hour. PMI Nutrition International, LLC, Certified

Rodent LabDiet® 5002 and reverse-osmosis-purified water were offered ad libitum.

All animals were observed twice daily for appearance, behavior, mortality and

moribundity. A detailed physical examination was performed at the time of
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randomization. The rats were also observed daily and one hour following dose
administration. Individual body weights were recorded daily. Each female pup was
observed daily for vaginal patency beginning on PND 25 as described by Adams, et al.'
Examination continued daily until vaginal patency was observed. Body weights were
recorded on the day that vaginal patency was noted. Beginning on the day that vaginal
patency was observed, vaginal lavages were performed daily, through the day of
euthanasia, and the slides were examined to determine the stage of estrus. The mean
estrous cycle length was calculated and reported for complete estrous cycles (i.e., the
total number of returns to metestrus [M] or diestrus [D] from estrus [E] or proestrus [P]
until the day of euthanasia), beginning on the day vaginal patency was observed. Estrous
cycle length was determined by counting the number of days from the first M or D in a
cycle to the first M or D in a subsequent cycle. In addition, the mean day of onset of the
first estrus was calculated using the first day each animal was observed to be in estrus.
All animals were euthanized on PND 42 by carbon dioxide inhalation. The uterus (wet
and blotted), ovaries, liver, pituitary gland and adrenal glands were weighed and retained
for possible microscopic examination. Luminal fluid weight was calculated by
subtracting the blotted uterus weight from the wet uterus weight. A gross necropsy was

not performed.

Statistical tests were performed using appropriate computing devices or programs.
Analyses were conducted using two-tailed tests for minimum significance levels of 1%
and 5%, comparing each test article-treated group to the control group. Each mean was
presented with the standard deviation (S.D.) and the number of animals (N) used to
calculate the mean. Mean body weights, body weight changes, days of acquisition of
vaginal patency, estrous cycle lengths, age at the first occurrence of estrus, luminal fluid
weights and absolute and relative organ weights were subjected to a parametric one-way
analysis of variance (ANOVA)® to determine intergroup differences. If the ANOVA
revealed statistically significant (p<0.05) intergroup variance, Dunnett's test® was used to

compare the test article-treated groups to the control group.
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1.3. RESULTS
Two and one females in the 150 and 500 mg/kg/day groups, respectively, were found
dead at 35 days of age (following 13-14 doses). Two females in the 150 mg/kg/day
group were found dead at 39 days of age (following 18 doses). No test article-related
clinical observations or changes in mean body weights were observed for these females
prior to death, no test article-related internal findings were observed and no dose-related
trend was apparent (relative to the number of animals per group that died). Therefore, the
relationship to the test article was inconclusive. All other animals survived to the
scheduled euthanasia. No clinical findings were observed at any dose level at the daily
observations. Salivation was noted for the majority of the animals in the 500 mg/kg/day

group one hour following dose administration during study days 13-19 (PND 35-41).

No test article-related changes in me__anA body weights and body weight gains were noted
at any dose level. The only stafis‘tical‘ly significant (p<0.05) differences from the control
group values were a shght increase in mean body weight gain in the 500 mg/kg/day
group females during PND 23-24 and a slight reduction in mean body weight gain in the
same group during PND 26-27. Overall mean body weight gain (PND 22-42) in this

group was similar to that in the control group.

Vaginal patency was achieved earlier in the 500 mg/kg/day group than in the control
group. The difference was statistically significant (p<0.01). Mean days of acquisition
were 34.3, 35.1, 33.5 and 32.2 days in the control, 50, 150 and 500 mg/kg/day groups,
respectively. Since the females were younger on the day that vaginal patency was
observed, mean body weight on the day of acquisition in the 500 mg/kg/day group was
slightly lower (10%, statistically significant at p<0.05) than the control group value.
These differences were attributed to the test article. No test article-related changes in the
mean day of acquisition of vaginal patency or mean body weight on the day of
acquisition were observed in the 50 and 150 mg/kg/day groups. Differences from the
control group were slight and not statistically significant. No statistically significant

differences in mean estrous cycle lengths were observed in the test article-treated groups
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compared to the control group. Estrous cycle lengths in females of this age are highly
variable, and combined with the limited number of days of evaluation, evidence of a test
article-related effect was inconclusive. The mean age of first estrus was slightly earlier
(PND 34.4) in the 500 mg/kg/day group than the control group value (PND 35.2); the
early onset of the first estrus in this group was attributed to the test article. Vaginal

patency and the onset of estrus are regulated by rising levels of estradiol.

Test article-related reductions in mean absolute and relative (to final body weight) uterus
(wet and blotted) and ovary weights were observed in the 500 mg/kg/day group; the

differences from the control group for the blotted uterus and ovary weights were

statistically significant (p<0.01). Twelve of the 14 females in this group were in diestrus -

at the time of necropsy, which contributed somewhat to the lower weights in this group,

compared to six females in the control group that were in estrus or proestrus at the time: .-+ .

of necrbpsy. ‘Mean luminal fluid weight in the 500 mg/kg/day group was similar to that
in the control group. Mean absolute and relative liver weights in this group were
increased (statistically significant at p<0.01) compared to the control group values.
These increases were considered test article-related. Mean adrenal gland and pituitary
weights in the 500 mg/kg/day group were similar to those in the control group. Mean
absolute and relative ovary weights in the 150 mg/kg/day group were reduced compared
to the control group values; the difference for the mean relative weight was statistically
significant (p<0.05). This reduction was attributed to the test article. No other test
article-related or statistically significant differences in organ weights were observed in
the 150 mg/kg/day group. No test article-related differences in mean organ weights were
observed in the 50 mg/kg/day group; differences from the control group were slight and

not statistically significant.

1.4. CONCLUSIONS

Based on the results of this study, the test article, SP 7077 Variant (TS02044),
administered orally to juvenile female rats exhibited estrogenic effects in the

500 mg/kg/day group as evidenced by early acquisition of vaginal patency and slightly
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earlier onset of the first day of estrus. The reductions in mean absolute and relative ovary
weights in the 150 and 500 mg/kg/day groups were attributed to estradiol modulation.
The reductions in mean absolute and relative (to final body weight) uterus (wet and
blotted) weights in the 500 mg/kg/day group were not associated with estrogen
modulation. No test article-related estrogenic effects were observed at a dosage level of
50 mg/kg/day.
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2. KEY STUDY PERSONNEL AND REPORT SUBMISSION

Study Supervisors:

[ f
I

. w ]
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3. QUALITY ASSURANCE UNIT STATEMENT
3.1. PHASES INSPECTED
Date(s) Date(s)
Findings Findings
Date(s) of Reported to Reported to
Inspection(s) Phase Inspected tudy Director ~ Management
2/21/03 Vaginal Perforation 2/24/03 3/31/03
3/28-29/03, 4/1/03 Study Records (1-1) 4/1/03 5/30/03
3/29/03, 4/1/03 Study Records (Rx-1) 4/1/03 5/30/03
3/29/03, 4/1/03 Study Records (N-1) 4/1/03 5/30/03
3/31/03, 4/1-2/03 Draft Report 4/2/03 5/30/03

This study was inspected in accordance with the U.S. EPA Good Laboratory Practice
Regulations (40 CFR Parts 160 and 792), the OECD Principles of Good Laboratory
Practice»,»theétandard operating procedures OE . —}nd the
sponsor's protocbl and protocol amendments with the following exceptions. The data
located in Appendices A and B (Certificate of Analysis and Analytical Chemistry Report)
were the responsibility of the sponsor. Quality Assurance findings, derived from the
inspections during the conduct of the study and from the inspections of the raw data and
draft report, are documented and have been reported to the study director. A status report

1s submitted to management monthly.

This report accurately reflects the data generated during the study. The methods and

procedures used in the study were those specified in the protocol, its amendments and the

standard operating procedures ott 1

The raw data, the retention sample(s), if applicable, and the final report will be stored in
\‘

the Archives atL /gr another location specified by the

sponsor.
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3.2. APPROVAL

This study was inspected according to the criteria discussed in Section 3.1.

Report Audited By:
91340
Date
Report Released By:
~7
Date
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5. DEVIATIONS FROM THE PROTOCOL

This study was conducted in accordance with the protocol and protocol amendments,

except for the following.

* Female pups were to be nine days old at receipt, however, the female pups were 10
days old when received.

* At the time of randomization, body weights were to range from 30 g to 50 g, and all
animals were to be within £5 g of the mean. Due to the number of animals that were
outside the expected body weight range, animals selected for the study weighed
between 30 g and 60 g; not all animals assigned were within £5 g of the mean. The
animal weight range was fairly evenly distributed across groups.

* Body weights were to be recorded to 0.1 g. Pretest and final body weights were
recorded to 0.1 g; however, the body weight program in which these data were
recorded does not store or print rat weights to 0.1 g. Therefore, the final body
weights are presented to the nearest gram.

* Samples of the dosing formulations were to be collected on the day of and the seventh
day following each weekly preparation. Samples were actually collected on the day
of and the eighth day following each preparation.

¢ Detailed physical examinations were performed daily prior to dose administration.
Observations were not recorded at the time of dosing.

¢ Vaginal smears were to be performed daily beginning on the day that vaginal patency
was observed. On February 26, 2003 (PND 30), female nos. 20378-01 and 20381-03
obtained vaginal patency. On the following day (PND 31), vaginal lavages were not
performed on these females.

» Liver weights were to be recorded to the nearest 0.1 mg; however, liver weights were
recorded to the nearest 0.01 g.

These deviations did not negatively impact the quality or integrity of the data nor the

outcome of the study.
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9C1 30 6T

TABLE 7

PUBERTAL ASSAY OF SP 7077 VARIANT (TS02044) IN JUV. FEMALE RATS

SUMMARY OF ESTROUS CYCLE DATA

PAGE 1

ESTROUS CYCLE LENGTH (DAYS)

MEAN 5.4 5.2
S.D. 0.74 0.41
N 8 6

MEAN AGE AT FIRST OCCURRENCE OF ESTRUS

MEAN 35.2 36.5
S.D. 2.15 2.03
N 14 15

None significantly different from control group

PCYCv5.06
03/19/2003
R:04/02/2003
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PUBERTAL ASSAY

TABLE
OF SP 7077 VARIANT
SUMMARY OF ORGAN

9
(TS02044)

IN JUV. FEMALE RATS

WEIGHTS [G]

PAGE
DAY

9130 1¢

FEMALE ~-----

GROUP: 0 MG/KG/DAY 50 MG/KG/DAY
UTERUS- WET (G)
MEAN 0.4400 0.3484 0.4367 0.2926
S.D. 0.17293 0.16614 0.242986 0.15601
N 15 15 11 14
UTERUS- BLOT. (G)
MEAN 0,3610 0.2982 0.3302 0.2516**
S.D. 0.07963 0.09454 0.09225 0.06788
N 15 15 11 14
LUMINAL FLUID (G)-A
MEAN 0.0863 0.0501 0.1065 0.0411
5.D. 0.11248 0.08227 0.16985 0.08557
N 15 15 11 14
LIVER (G)
MEAN 7.16 7.93 7.95 8.49**
S.D. 0.611 1.177 1.545 1.06%
N 15 15 11 14
OVARIES (G)
MEAN 0.0858 0.0858 0.0747 0.0674**
S.D. 0.01382 0.01360 0.01366 0.01349
N 15 15 11 14

** = gignificantly different from the control group at 0.01 using Dunnett’s test
A - LUMINAL FLUID = WET UTERUS WEIGHT MINUS BLOTTED UTERUS WEIGHT
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Certificate of Analysis (Sponsor-Provided Data)
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Test Substance Certificate

Test Substance
TS01010, TS02044, TS02045 and TS02046

Lot #
TS01010, TS02044, TS02045 and TS02046

Purity
100%

Physical Description
Dark brown viscous liquid

Storage Conditions
Ambient

Expiration Date
1 November 2003

Additional Comments
Can be heated to 60°C to facilitate sampling.

v
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APPENDIX B

Analytical Chemistry Report (Sponsor-Provided Data)
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TITLE
The Analytical Report in Support of a Female Pubertal Assay of SP 7077 Variant {TS02044)
Administered Orally in Juvenile Female Rats

SUBMITTED TO SUPPORT THE TESTING OF:

SP 7077 Variant, 759_2044 7
L _
STUDY INITIATION DATE
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ANALYTICAL STUDY GLP COMPLIANCE STATEMENT

All analytical tests performed by Integrated Laboratory Technologies fo{\_

. ', vere conducted in compliance with current EPA Geod
Laboratory Pracues ((z! P) standards as escribed by the Toxic Substances Control Act (TSCA)
40 CFR Part 792, and the revised Organization for Economic Cooperation and Development
(OECD) Principles of GLP, ENV/MC/CHEM(88)17.
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ANALYTICAL STUDY QUALITY ASSURANCE UNIT STATEMENT

The analytical raw data and final report for mJ

.

he report appears to accurately describe the methods and Standard Operating Procedures
{SOPs) used in the study. The reported results accurately reflect the raw data of the study.

Qhr, 4

Study Title

The Analytical Report in Support of a Female Pubertal Assay of SP 7077 Variant (TS02044)
Administered Orally in Juvenile Female Rats

Study in-progress inspection
6 March 03

Analytical Oraft Report Review
7,13 May 03

Analytical Final Report Review
16 May 03

Study Director

24 March 03 24 March 03 21 March 03
16 May 03 16 May 03 16 May 03
16 May 03 16 May 03 16 May 03
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ABSTRACT
Samples of suspensions (TS02044 ir] com oif} used in a female pubertal assay in rats.('-

s g il e i ou IUBTIHTYAT
wuncentrations. A direct dilution pruceuure was einpioyed to prepare the samples for elemental

analysis by Inductively Coupled Plasma-Atomic Emission Spectroscopy (ICP-AES). Homogeneity
and stability of TS02044 in corn oil were established. The norninal concentrations of all dosing
suspensions were verified by the analytical data.

TEST SUBSTANCE

The test substance used in the preparation of the dosing suspensions is identified as a SP 7077
variant by the Sponsor but will be referred to by its lot number of TS02044 throughout this report.
The CAS number is confidential, contac ither information. The
test substance was characterized and its stabmy was estabusned prior to the initiation of the
study. The test substange was also determined to be stable (£15% of the expected value) at the
test sit \ * -ver the course of the toxicology study as demonstrated on page 8.

INTRODUCTION
The purpose of this analytical study was the determination and verification of TS02044
homogeneity, stability, and concentration in com oil. The concentration study samples were

aliquots taken from mixtures prepared as dosing suspensions for g female pubertal assay in rats
as outlined in the protocol fo{ -

The analvtical portion of the study was performed by the Elemental Analysis Team in the

e A1

end dates were 7 February <uu3 and 18 March 2003 respectively. -~
EXPERIMENTAL
SAMPLES —
Samples were shipped fron{‘- T Samples were stored

at room temperature and in the gam piu w vy oo

The first batch of samples was transferred to the laboratory on 7 February 2003 and analyzed on
11 February 2003. The analysis of the last sample was completed on 14 March 2003, The
density of the com oil vehicle was determined on 18 March 2003.

STANDARDS
Calibration standards for the ICP-AES were made from certified commercially prepared elemental
concentrates (Conostan Division of Conoco, Inc.). Standard preparation data is archived b
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ANALYTICAL METHOD -

Sampies were prepared as stated ir( Test Code 30157, SOP ME-Q07 “Direct Ditution Method
to Verify Concentrations of Additives Lissolved in Solvent Vehicles,” and analyzed foliowing the
procedure outlined in SOP EQ-114 “Model 3560 Inductively Coupled Plasma Spectrometer.”

The approach employed in this method was to verify concentration based on the known elemental
composition of TS02044. Aliquots of the dosing suspensions were diluted in an o-xylene diluent
and the elemental composition was determined by ICP-AES. The calcium concentration of the
samples was then used to ascertain the concentration of TS02044 in the dosing suspensions.

DISCUSSION

DETERMINATION OF THE METHOD DETECTION LIMIT

The method detection limit (MDL) was determined following the procedure outiined in 40 CFR 136
Appendix B. The procedure required seven measurements of a standard. The mean, standard
deviation, and variance of the repticates were used in the computation of the MDL. The MDL for
calcium was calculated to be 0.007 weight (wt) ppm. A reporting limit of 0.7 wt ppm is used for
vehicle sample results.

SAMPLE ANALYSIS

The analytical resuits for the suspensions of TSO2044 in corn oil are summarized in the tables
located on pages 9-12. Nine calibration standards were analyzed to generate a second order fit
with inverse concentration-squared weighting. All instrument control checks were within
acceptable limits. Known amounts of calcium were spiked into 14 samples throughout the
duration of the study and gave acceptable percent recoveries of 96 to 103%.

The dosing suspensions were analyzed for calcium, an element present in known concentrations
in the test substance, TS02044. Dosing suspension estimates of weight percent calcium were
derived by the following formula:

S S—
2]
1

where x is the solute test substance concentration in mg/ulL; D, is the test substance density
(1.0010 g/mL); and D, is the vehicle or solvent density (corn oil, 8.9190 g/mL). The concentration
of calcium in TS02044 is 5.42 wt%. The measured results of calcium were obtained by ICP-AES,

converted to wt% from ppm by muitiplying by 10, and then compared against the theoretical
values.

W% Ca= % Ca in TS02044

Homogeneity was confirmed if the percent differences between the overali dose level mean and
individual strata means were 10% or less. Stability and concentration data were evaluated using
percent difference. The acceptable tolerance was 15%. Duplicate analyses were compared
using the Contract Laboratories Program (CLP) Guidelines for Inorganic Analyses relative percent
difference limit of 20%.
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RESULTS AND CONCLUSIONS

The confirmation of dosing suspension homogeneity is supported by the data presented on page
9. The percent difference of all strata means with their respective overall mean is well below the
10% tolerance.

The stability of TS02044 in com oil is established on page 10. The percent difference between
the estimated and measured concentrations is less than 15% for all dosing levels.

The Summary of Analytical Results for the Concentration Study is found on page 11. The nominal
concentrations of all dosing suspensions were verified by the analytical data. The percent
difference between the estimated and measured concentrations is less than 15% for ati dosing
levels.

The table on page 12 presents the duplicate precision data. The agreement between the
duplicates is excellent and well under the CLP guideline tolerance of 20%.

ARCHIVES

SAMPLES o
The unused portion of all samples shall be stored in
© T 7TTfor a minimum of one year after the final analytical report 1s 1ssuea.

RAW DATA i C
Calibration data: and instrument, chemical. and standard loabook documentation shall be
archived by All other raw data shail be

archived in the Analytical dbtuay rie uy_

FINAL REPORT -
A copy of the final report shall be archived with the Analytical Study’ﬁle in

-

PROTOCOL AND SOP DEVIATIONS

There were nao protocol or SOP deviations.

STUDY PERSONNF!

PRINCIPAL INVESTIGATOR

ANALYSTS

SUPERVISORY PERSONNEL
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SP 7077 Variant (TS02044)
03-004

APPENDIX C

Animal Room Environmental Conditions
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APPENDIX D

-
}eproductive Historical Control Data [Crl:CD®(SD)IGS BR Rats]
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Study Number(_ —1

PROTOCOL AMENDMENT 111

Sponsor{
nennd

Sponsor Study No.: 03-004

A, Title of Study:
A Female Pubertal Assay of SP 7077 Vanant (TS02044) Administered Orally in
Juvenile Female Rats

B. Protocol Medification:
)] X. Statistical Methods:

Please add the following sentence:

The mean age of first estrus will be analyzed by a parametric one-way
analysis of variance (ANOVAY to determine intergroup difference. If the
results of the ANOVA are significant {p<0.05), Dunnett’s test® will be
applied to the dala to compare the treated groups to the control group.

C. Reason for Protocol Modification:

1) To describe the method of statistical analysis of mean age of first estrus.

Approved By:
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Study Number: .

PROTOCOL AMENDMENT II
Sponsm-g \ ' _J
Sponsor Study No.: 03-004

A. Title of Study:

A Female Pubertal Assay of SP 7077 Variant (TS02044) Administered Orally in
Juvenile Female Rats

B. Protocol Modification:
1) VII. Experimental Design:

F. General Observations During the Experimental Period:
4. Determination of Estrous Cycles:
Please add the following sentence:
The rhean age of first estrus will be determined.

C. Reason for Protocol Modification:

1) To add determination of mean age of first estrus to the parameters (o be evaluated.

Annrnved Rv:
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Study Number

—J
PROTOCOI;,AMENDMENT I

Sponsor:
L-— —
Sponsor Study No.: 03-004
A. Title of Study:

A Female Pubertal Assay of SP 7077 Varant (TS02044) Administered Orally in
Juvenile Femnale Rats

B. Protocol Modification:
1 1. Objective:
Replace this section with the following:

The objective of this study is to evaluate the ability of the test article to
induce effects on pubertal development in the intact juvenile female rat.

C. Reason for Protocol Modification:

1) Prior to issuance of the protocol, the Sponsor elected to remove evaluation of the
thyroid from the study design. The reference to the thyroid in the objective was
inadvertently not removed from the protocol.

Approved By:

110 of 126



—

Page t of 16 Jagvary 31, 2003

— PROTOCOL

A FEMALE PUBERTAL ASSAY OF SP 7077 VARIANT
(1'502044) ADMINISTERED ORALLY IN JUVENILE FEMALE RATS

Sponsor Study Number: 03-004

Submitted To:

J
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I. Objective: The objective of this study is to evaluate the ability of the
test article to induce effects on pubertal development and
thyroid function in the intact juvenile female rat.

11. Personnel Invoives in_the Studv:
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111, Study Schedule:

Proposed Animal Receipt Date: February 6, 2003
Proposed Experimental Start Date: February 18, 2003
Proposed Experimental Termination Date:  March 10, 2003
Proposed Audited Report Date: Apnl 25, 2003

IV. Test Article Data:

A. Identification: SP 7077 Variant (TSQ2044)

B. Lot Number: TS02044

C. Purity: 100%

D. Stability: The test article is considered to be stable
under the storage conditions provided by the
Sponsor.
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E. Physical Description:
F. Storage Conditions:

G. Reserve Samples:

H. Personnel Safety Data:

. Test System:

A. Species:
B. Strain:

C. Source:

D. Number on Study:

E. Body Weight Range:

F. Age:

Dark brown viscous liquid
Store at ambient conditions.

Reserve samples of the test article will be
taken in accordance wi:h[ _ “andard
operating procedures and stored in the
Archives ap

indefinitely unless otherwise specified.

To be provided by the Sponsor. It is the
responsibility of the Sponsor to notify the
testing facility of any special handling
requirements for the test article. A material
safety data sheet (MSDS) should accompany
the test article upon arrival at the laboratory.

Rat.
Sprague-Dawley Crl:CD®(SD)IGS BR.

- Charles River Laboratories
Portage, Michigan

60 Females (minimum of 80 Females
purchased). Immature females will be
supplied in litters of 10 animals with their
own or another (fostering) dam. The
immature females will be nine days old
upon receipt.  Animals not assigned to the
study will be transferred to the stock animal
colony or will be euthanized by carbon
dioxide inhalation and the carcasses
discarded.

At randomization: 30-50 g. All animals
assigned to study will be £ 5 g of the mean.

At start of dosing animals will be 22 days of

age.
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G.

H.

Identification System: The maternal animals will be uniquely
identified by a Monel® metal eartag
displaying the animal number. The pups will
be identified by tail tattoo. Individual cage
cards will be affixed to each cage and will
display the animal number, group number,
study number, dosage level and sex of the

animal.

Justification for Selection: This species and strain of animal is
recognized as appropriate for reproduction
studies!

reproductive historical control data in this
species and strain of rat. This animal model
has been proven to be susceptible to the
effects of reproductive toxicants.

V1. Specific Maintenance Schedule:

A.

Animal Housing:

All animals will be initially housed by litter with their own or another {fostering)
dam in plastic maternity cages containing ground comcob nesting material
(Bed-O'Cobs®). Following randomization, the juvenile female animals will be
weaned and housed three animals per cage in plastic maternity (shoebox) cages.
The cage bedding will be changed at least three times each week. The cages will
be subjected to routine cleaning at a frequency consistent with maintaining rood
animal health anc standard operating procedures. The facilities a

. re fully accredited by the Association for
Assessment and Accreditaion of Laboratory Animal Care International
(AAALAC Intenational).

Environmental Conditions:

Controls will be set to maintain an average daily temperature of 71 = S°F
(22 £3°C) and an average daily relative humidity of 50 = 20%. Temperature
and relative humidity will be monitored continuously. Data for these two
parameters will be scheduled for automatic collection on an hourly basis.
Fluorescent lighting controlled by light imers will provide illumination for a
12-hour light/dark photoperiod. Temporary adjustments to the light/dark cycles
may be made to accommodate protocol-specified activities. The ventilation rate
will be set at a minimum of 10 room air changes per hour, 100% fresh a'
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C. Drinking Water:

Reverse osmosis-purified water will be available ad libitum. Filters_gervicing
the automatic watering systemn are changed regularly according to standard
operating procedures. The municipal water supplying the laboratory is analyzed
according & andard operating procedures on a routine basis to assure that
contaminants are not present in concentrations that would be expected to affect
the outcome of the study.

D. Basal Diet:

PMI Nutrition Intemational, LLC Certified Rodent LabDiet® 5002 will be

offered ad libitum during the study. Periodic analyses of the centified feed are

performed by the manufacturer to ensure that heavy metals and pesticides are

not present at concentrations that would be expected to affert the outcome of the
study. Results of the analyses are provided lo(_ B
by the manufacturer and will be placed in the study records. Feeders will be

changed and sanitized once per week.

VIL. Experimental Design:

A. Animal Receipt and Quarantine:

Each ammal will be inspected by a qualified technician upon receipt. Rats
judged to be in good health and suitable as test animals will be immediately
placed in quarantine for nine (if animals are received at ten days of age,
randomized at age 21 days, with dosing starting at age 22 days) days. All rats
will be initially sexed and weighed. Maternal animals will be permanently
identified with a2 metal ear tag, and juvenile animals will be identified by tail
tattoo. During the quarantine peniod, each rat will be observed twice daily for
changes in general appearance and behavior. Prior to the start of the in-life
phase, those animals judged to be suitable test subjects will be identified and
receive a detailed physical examination at the time of animal selection for
randormzation. :

B. Randomization:

At the conclusion of the quarantine period (animals 21 days of age), animals
judged to be suitable test subjects and meeting acceptable body weight
requirements, will be assigned at random using a computer program. At that
time. the_gnimal numbers and corresponding body weights will be entered into
th }oxicology Data Management System (WTDMS™). A printout
contdining the animal numbers and individual group assignments will be
generated based on body weight stratification into a block design. Animals will
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then be weaned and arranged into the groups according to the printout. Each of
4 groups will consist of fifteen females. If after randomization statistically
significant differences between groups exist, new randomizations will be
generated until group mean body weights are homogeneous.

. Route and Rationale of Test Article Administration:

The route of administration will be oral (gavage). Historically, this route has
been used extensively for studies of this nature. Appropriate-sized steel, ball-
tipped, flexible Teflon® dosing cannulae will be used for the oral administration
by gavage. Any losses, or incomplete dosing will be recorded.

D. Organization of Test Groups, Dosage Levels and Treatment Regimen:
1. .Organization of Test Groups:
The dosage levels were determined from the results of previous studies and
were provided by the Sponsor Representative after consultation with the
WIL Swdy Director. The following table presents the study group
arrangement.
Group Test Dosage Dose Dose Number
Number Article Level Concentration | Volume of
(mg/kg/day) (mg/ml) (mlkg) | Females
i Comn Gil 0 Q 5 15
2 TS02044 50 10 5 15
3 TS02044 150 30 b) 15
4 TS02044 500 100 S L5

2. Vehicle Control Article:
Com oil.

3. Treatment Regimen:
The test and control articles will be administered as single daily doses
beginning on day 22 and continuing through 41 days of age. All animals
will be dosed at approximately the same time each day, and the tme of
dosing will be recorded for each animal.

4. Adjustment of Dosages:
Individual doses will be calculated based on each daily body weight to

provide the proper dosage. Individual animal body weights and individual
animal dosages will be recorded.
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E. Preparation and Analysis of Test Article Formulations:

1.

Method and Frequency of Preparation:

Based on the physical characteristics of the test article, appropriate methods
will be used to ensure the best possible formulations of the test article in the
vehicle. Dosing formulations of the test article will be prepared weekly.
The study director or the deputy director or designee will visually inspect the
formulations prior to initiation of dosing. This visual inspection will be
performed to assure that the formulations are visibly homogeneous and
acceptable for dosing. Any special procedures required for formulation will
be documented according 1o Good Laboratory Practices and presented in the
final report of this study.

Homogeneity and Stability of Test Article Formulation:

Dosing mixture homogeneity will be collected prior to the initiation of test
article adminustration. While undergoing stirring in the beaker, the following
sample aliquots (5 mL) will be drawn for analysis: control, three aliquots
(from the middle); all treatment groups, nine aliquots (3 each from the top,
middle and bottom). Two of the three samples will be sent to Chevron
Texaco Energy Research and Technology Company ¢/o Michelle Seary, for
analysis of homogeneity and stability over a ten-day period. The samples
will be shipped under ambient conditions. The remaining sample from each
dose level and strata will be stored under normal laboratory conditions for
possible future analysis. ~

Concentration Analysis:

Samples of the dosing mixtures will be collected on the first and seventh day
of each weekly preparation. At each time point, two 5-mL aliquots will be
taken from each dose level (middle stratum), including the control group.
The dosing mixture will be thoroughly mixed before taking each sample.
One sample from each dose level will be analyzed; the remaining sample
will be retained by the Testing Laboratory for possible future analysis.

Dosing mixture samples for homogeneity, stability and concentration of the

test article at all dose levels, including the control, will be analyzed by the
Sponsor. The methods employed will be one or more of the following:

L - ]
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Concentration and stability data will be evaluated using percent
difference.  The acceptable tolerance between the theoretical and
measured values is 15%.

Mixtures will be considered homogeneous if the difference between the
overall group mean and the strata mean is 10% or less.

4. Sample Handling and Shipment:

Each 5-mlL. sample will be placed in a glass vial with a Teflon-lined lid. The
vial plus sample weight will be recorded with an accuracy of + 0.0005 g.
Each sample will be stored at ambient temperature. Each sample container
will be labeled with the following information:

-+ Accession Number
Sponsor's Reference Number
- Testing Laboratory Study Number
* Test Article Name
Dose Level {mg/kg)
- 'Dosing Mixture Concentration (mg/mL)
Preparation Date
‘Sampling Date
Weight of Sample

The sample shall be packed in a suitable container to maintain the
temperature conditions specified in Section IV.F. during transit plus an

adequate margin of safety for any transit delays. The sample shall be sent by
express courier to:

his notification shall include test article and
study identification, carrier, and estimated time/date of armival. Sample
shipments shall be accompanied by an inventory sheet describing the
samples contained in the shipment with the information described above.
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F. General Observations During the Experimental Period:
1. Clinical Signs:

The rats will be observed twice daily for appearance, behavior, moribundity
and mortality. A detailed physical examination will be conducted at the time
of randomization. The rats will also be observed at the time of dosing and
again approximately one hour after administration. Observatons shall
include, but are not limited to, evaluations for changes in appearance of the
skin and fur, eyes and mucous membranes, respiratory, circulatory,
autonomic and central nervous system functions, somatomotor activity and
behavior patterns. Observations will be recorded.

2. Body Weights:

Body weights will be recorded individually on a daily basis (to the hearcst
0.1 gram) beginning one day prior to the start of dosing. Final body weights
will be collected prior to euthanasia.

3. Vaginal Perforation:

Each female pup (15/group) will be observed daily for vac,mal perforation
beginning on PND 23 as described by Adams et al.' Examination of the
females will continue daily until vaginal perforation is present. The body
weight of each female will be recorded on the day of acquisition of vaginal
perforation.

4. Determination of Estrous Cycles:
Daily vaginal smears will be performed to determine the stage of estrus
beginning on the day vaginal perforation is observed. Smearing will
continue through the day of necropsy.
G. Euthanasia:
On PND 42, the animals will be euthanized by carbon dioxide inhalation, and
the time of euthanasia will be recorded for each animal. Any animals not

expected to survive until the following dosing period or until the scheduled
euthanasia will be euthanized as described above.
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VIII. Anatomic Pathology:

A. Macroseopic Examination:

A complete necropsy examination will be conducted on all animals dying
spontaneously or euthanized in extremis. This will include examination of the
external surface, all orifices, the external surface of the brain and spinal cord and
the thoracic, abdominal and pelvic cavities including viscera. A complete
necropsy will not be conducted on animals surviving to study termination. The
following tissues will be collected and placed in 10% neutral-buffered formalin:

Qvaries Uterine Homs (Four sections per hormn)
Cervix and Uterine Body (Two sections) Vagina
Thyroid All gross (internal) lesions

B. Org;m Weights:

1. Uterine Weights:

Wet and blotted uterine weights will be measured for all animals surviving 1o
the scheduled necropsy. Uterine weights will not be collected for any
animals found dead or euthanized in extremis.
. The uterus will be harvested from all animals using the following procedure.
. The harvesting of uteri will be performed in the same sequence as which
dosing occurred. The pubic symphysis will be opened and each ovary and
uterine horn will be detached from the dorsal abdominal wall. The ovaries
are separated from the uterine horns at the oviduct/uterus junction. The
urinary bladder and ureters will be removed from the ventral and lateral
side of the uterus and vagina. The fibrous adhesion between the rectum
and vagina is then detached until the junction of the vaginal orifice and
penneal skin is identified. The uterus and vagina are detached from the
body by incising the vaginal wall just above the junction between the
perineal skin. The excess fat and adnexa will be trimmed away. The
vagina is then removed from the uterus, leaving the cervix intact and
attached to the uterus for uterus weight measurement. Care is to be taken
during uterus harvesting such that the luminal contents are retained. A
record will be made if any luminal contents are lost. The uterus will t -
transferred to a uniquely marked and tared plastic Petri dish with care
avoid desiccation before weighing. The Petri dish should be lined wi
saline-moistened filter paper (or equivaient) and covered to minimi
desiccation.
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The uterus harvesting and weighing procedure will be done in the order
described below.

1. Antmal is euthanized and uterus harvested.

2. Uterus (with lumninal fluid) is immediately transferred to a Petri dish
(lined with saline-moistened filter paper or equivalent) that was tared
immediately prior to the transfer.

3. The uterus’ wet weight is recorded to the nearest 0.1 mg.

4. The uterus is opened and blotted (see below).

5. The uterus is placed in a Petri dish (lined with saline-moistened fitter
paper or equivalent) that was tared immediately prior to the transfer.

6. The uterus’ blotted weight is recorded to the nearest 0.1 mg.

Immediately following collection of the wet weight, the uterus will be
individually processed by opening the uterine wail and carefully blotting
the excess fluid. Both uterine homs will be pierced and ¢ut longitudinally
with small surgical scissors, placed on filter paper (ex. Whatman No. 3)
and gently pressed with another piece of dry filter paper to absorb the
luminal fluid. The procedure will not be so severe as to render the tissue
unacceplable for histopathologic analysis, as this additional investigation
may be performed at the discretion of the Sponsor (by' protocol -
amendment).

2. Ovary, Liver, Pituitary and Adrenal Weights:

The following organs from all females euthanized at scheduled termination
will be weighed (to the nearest 0.1 mg):

Ovaries

Liver

Pituitary gland
Adrenal glands

To minimize systematic bias in the weighing procedures, organ harvesting
and weighing procedures will be divided as equally as possible among the
prosecting and weighing technicians, such that all animals from a group are
not processed by a single individual.

C. Microscopic Examination:
Following collection of wet uterine weight, blotting of the uterus and

collection of blotted uterine weight, each uterus will be placed in a uniquely
identified jar of 10% neutral-buffered formalin and preserved for possible
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IX.

XI1.

microscopic examination. The vagina, ovaries, and thyroid from each animal
will be similarly preserved with the uterus.

Microscopic examination of hematoxylin-eosin stained paraffin sections may be
performed on the following tissues from all animals at the discretion of the
Sponsor (additional cost).

Ovaries Uterine Homs (Four sections per homn)
Cervix and Uterine Body (Two sections)  Vagina (Two sections)
Thyroid All gross (internal) lesions

Duration of Study:

The conduct of this study will require approximately five weeks for acclimation,
dosing and necropsy.

. Staﬁsticaf Metﬁods:

'Boc.iy wéi;,ht-s' bbdy weight gains, organ weights, uterine weights (wet and blotted),
_luminal .fluid weights, mean days of acquisition of vaginal perforation and estrous

cycle lcngth will be analyzed by a parametric one-way analysis of variance
(ANOVAY) 10 determine mtcrgroup difference. If the results of the ANOVA are
significant (p<0.05), Dunnett’s test® will be applied to the data to compare the
treated groups to the control group.

Quality Assurance:

The study will be audited by the WIL Quality Assurance Unit while in progress to
assure compliance with the study protocol and protocol amendments, WIL standard
operating procedures and the approprate provisions of EPA/TSCA and FIFRA
Good Laboratory Practice Standards published in the Federal Register (40 CFR Part
792 and 40 CFR Part 160) and the OECD Good Laboratory Practice Regulations
[C(97) 186/Final]. The raw data and draft report will be audited by the Juality
Assurance Unit prior to submission to the Sponsor Representative 10 assure that the
final report accurately describes the conduct and the findings of the study.

This study will be included on the _ _master list of regulated studies.

Records to be Maintained:

All original raw data records, as defined by _ }OPS and the applicable GLPs, will
be stored as described in Section XII. in the Archives at B
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XIIL.

XIV.

Work Product:

The Sponsor will have title 1o all documentation records, raw data, slides, specimens
and other work product generated during the performance of the study. All work
product, including raw paper data, pertinent electronic storage media and specimens
will be returned to the Sponsor after a period of six months or following issuance of
the final report. All work product will be stored in compliance with regulatory
requirements.

Any work product, including documents, specimens, and samples, that are
required by this protocol, its amendmente ar ather wrirten instructions of the

Sponsor, to be shipped by‘: . -another location will
be appropriately packaged and labeled as defined by ‘OPs and delivered to
a common carrier for shipment. _ il not be

responsible for shipment following delivery to the:common carrier.

Reports: . ERRHEE

The final report will consist of an abbreviated summary rcport mc]udmo data tables

and an interpretation and discussion of the study resuhs
- wa]l provide one copy of an- audited draft report,
submitted in a timely manner upon completion of the study prior to issuance of the
final report. One revision will be permitted as part of the cost of the study, from
which the Sponsor's reasonable revisions and suggestions will be incorporated inta
the final report, as appropriate. Additional changes or revisions may be made, at
extra cost. Tt is exnected that the Sponsor will review the draft report and nrovide
comments t _, thin a two-month time frame following submission. ill
submit the final report within one month following receipt of comments. Two
copies of the final report (1 unbound, 1 PDF electronic copy on CD) will be
provided. Requests for additional copies of the final report may result in additional
charges.

XV. Animal Welfare Act Compliance:

This study will comply with all applicable sections of the Final Rules of the Animal
Welfare Act regulations (9 CFR Parts 1, 2 and 3). The Sponsor should make
particular note of the following:

» The Sponsor Representative's signature on this protocol documents for the Study
Director the Sponsor's assurance that the study described in this protocol does
not unnecessarily duplicate previous experiments.
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Whenever possible, procedures used in this study have been designed to avoid or
minimize discomfort, distress or pain to animals. All methods are described in
this study protocol or in written laboratory standard operating procedures.

Animals that experience severe or chronic pain or distress that cannot be relieved
will be painlessly euthanized as deemed appropriate by the veterinary staff and
Study Director. The Sponsor will be advised by the Smudy Director of all
circumstances which could lead to this action in as timely a manner as possible.

Methods of euthanasia used during this study are in conformance with the
above-referenced regulation.

) XVL. Protocol Modification:

Modification of the protocol may be accomplished during the course of this
investigation. However, no changes will be made in the study design without the
written permission of the Sponsor. In the event that the Sponsor requests or
" approves a change in the protocol, such changes will be made by appropriate

. documentation in the form of protocol amendment. All alterations of the protocol
" and reasons for the modification(s) will be signed by the Study Director and the

S ponsor Representative.
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COMPLIANCE STATEMENT

This study, designated WIL-187034, was conducted in compliance with the United States
Environmental Protection Agency (EPA) Good Laboratory Practice Standards
(40 CFR Part 160), October 16, 1989; the United States Fnvironmental Protection
Agency (EPA) Good Laboratory Practice Standards (40 CFR Part 792), September 18,
1989; the Organisation for Economic Cooperation and Development (OECD) Principles
of Good Laboratory Practice [C (97) 186/Final], November 26, 1997; the standard

operating procedures of ’ /Jand the protocol as approved
by the sponsor.

2 0of 120



SP 7077 Variant (TS03005)

03-006

TABLE OF CONTENTS
Page
Compliance Statement.........cccoieviinineniiniininnieneiiosesssseasesis 2
Table Of Contents ... sssssssssaesas 3
Index Of Tables ..ottt scar st cremnsessesssenennee 4
Index Of APPendiCes...iiniiriiniieicniiesissiserceserenssesasas 5
J W11 1111 1T 1 o OV 6
1.1, ODJECIIVE ettt e 6
1.2, Study DeSIZN c.ooiieiiieeie et e 6
13 RESUIS e e 9
1.4, ConCIUSIONS -.ccciiiiiiiiiie e e 10
2. Key Study Personnel And Report SUbmission .........ceveerenrernccncsncnsanens 11
3. Quality Assurance Unit Statement .........ccvvevvnieiinicrccninincnssnicsnnnes 13
3.1, Phases INSpected........coioiiiiiiii e 13
3.2, APPIOVAL oo e et e 14
4. REFEIENCES wuccirerveriiriisinrirniesscssnessnsssesssstsen st nssetsssssssassesssassntnossasassasnns 15
5. Deviations From The Protocol .....iinninnincneninniicennnn. 16

3 0f 120



SP 7077 Variant (TS03005)

03-006
INDEX OF TABLES

Page
1. Summary Of Survival And DiSPOSIION ....cccovovieieierieieieiie e 18

2. Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(Daily ODSEIVALIONS ) -..urvrvireeetieiteieieiceee ettt sttt e e s et seesesaesesbe e ebaeneseesaes 19

3. Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(1-Hour POSt-DOSINE) .ottt eee e 20
4. Summary Of Body Weights [G]. ..o 21
5. Summary Of Body Weight Changes [G] .....ocooviieeiieeeeceeee e 24
6. Summary Of Animal Developmental Parameters - Vaginal Patency............ccocc....... 27
7. Summary Of Estrous Cycle Data.........cccoeiiiniiiieireeeee e 28
8. Summary Of Organ Weights [G] ...coiovriiieeee et 29
9. Summary Of Organ Weights Relative To Final Body Weights [G/100 G]............... 31

10. Individual Clinical Observations [Positive Findings Only]

(Dally ODSETVALIONS) . ..viitrieirereet ettt e e e etatesessssnese s esne et sease s sreasssreerseeaseee 33
11. Individual Clinical Observations (1-Hour Post-Dosing).........ccccoccomiiiicininnnnine 36
12. Individual Body Weights [G] .....ocoroiriiieiieec et 37
13. Individual Body Weight Changes [G]......ccccocimiiriiieneie et 49
14. Individual Animal Developmental Parameters - Vaginal Patency ...........ccceeeevevnnn. 61
15. Individual Estrous Cycle Data .........ccocoieieoiiieniieienicee e 65
16. Individual Organ Weights And Final Body Weights [G] ........ccoevvivmriieceriecennncnne 69
17. Individual Organ Weights Relative To Final Body Weights [G/100 G] ................... 73

401120



SP 7077 Variant (TS03005)

03-006
INDEX OF APPENDICES

Page

A. Certificate of Analysis (Sponsor-Provided Data)...........coooveeiiiiiiieiiiceerne 77
B. Analytical Chemistry Report (Sponsor-Provided Data)........ccocoveooivieviriciiiicni 79
C. Animal Room Environmental Conditions..........occocveviieeiierieiceee e 92
D. L - eproductive Historical Control Data [Crl:CD®(SD)IGS BR Rats]..cooveerennnne 97
E. Stady PrOtOCOL. ..ottt e nas 99

50f120



SP 7077 Variant (TS03005)
03-006

1. SUMMARY
1.1. OBJECTIVE

The objective of the study was to evaluate the ability of the test article to induce effects

on pubertal development in the intact juvenile female rat.

1.2. STUDY DESIGN

SP 7077 Variant (TS03005), in the vehicle, Mazola® corn oil, was administered orally by
gavage once daily for 20 consecutive days to three groups of 15 Crl:CD®(SD)IGS BR
immature female rats. Dosage levels were 150, 500 and 1000 mg/kg/day, and the dose
volume was 5 mL/kg. A concurrent control group received the vehicle on a comparable
regimen. These dosage levels were determined from the results of previous studies and

were provided by the sponsor representative after consultation with the WIL study

director.

Dosing procedures were performed from March 18 through April 6, 2003, when the
animals were 22 to 41 days of age. At the initiation of dose administration, body weights

ranged from 25.4 to 49.6 g. The following table presents the study group assignment:

Dose Number
Group Test Dosage Level Concentration Dose Volume of
Number Article (mg/kg/day) (mg/mb) (ml/kg) Females
1 Corm Oil 0 0 5 15
2 TS03005 150 30 5 15
3 TS03005 500 100 5 15
4 TS03005 1000 200 5 15

Preparation, storage and sampling of the control and test article formulations were
conducted as follows. For the control group, the appropriate amount of the vehicle was
dispensed into a storage container and stirred throughout use. The SP 7077 Variant
(TS03005) dosing formulations were prepared by weighing an appropriate amount of test
article for each group into a tared, calibrated storage container. A stir bar and

approximately 80% of the vehicle were added to the storage container, and the mixture
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was stirred until uniform. The formulations were heated in a water bath (52°C to 58°C).
The appropriate volume of vehicle was added to bring each formulation to the calibration
mark, and the preparations were stirred until uniform and throughout use. The SP 7077
Variant (TS03005) dosing formulations were prepared weekly, divided into aliquots for
daily dispensation and stored at room temperature. Three sets of samples from the dosing
formulations (including the control group) were collected prior to the initiation of dose
administration. Two sets of samples for concentration verification were collected on the
day of preparation and on the last day of use of each preparation. Two sets of
homogeneity/stability samples and three sets of concentration samples were shipped
under ambient conditions to the sponsor for homogeneity, stability and concentration
analyses; the remaining samples were stored under normal laboratory conditions aE

jfor possible future analysis.

Eight dams with 13 or 14 female pups each (111 pups total) were received from Charles
River Laboratories, Inc., Portage, Michigan, on March 6, 2003. The pups were 10 days
old upon receipt. Pups were initially housed in plastic maternity cages (by litter with
their own or a fostering dam) during the acclimation period (12 days) until randomization
of the pups on postnatal day (PND) 21. Following randomization, the female pups were
weaned and housed three per cage in plastic maternity cages. Environmental controls
were set to maintain an average daily temperature of 71+5°C and an average daily
relative humidity of 50+20%. Actual mean daily temperatures ranged from 70.7°-70.9°F
(21.5°-21.6°C) and mean daily relative humidity ranged from 35.4%-43.7%. Light
timers were calibrated to provide a 12-hour light (6 am. to 6 p.m.)/12-hour dark
photoperiod. Air handling units were set to provide approximately 10 fresh air changes
per hour. PMI Nutrition International, LLC, Certified Rodent LabDiet® 5002 and

reverse-osmosis-purified water were offered ad libitum.

All animals were observed twice daily for appearance, behavior, mortality and
moribundity. A detailed physical examination was performed at the time of

randomization. The rats were also observed daily (prior to dosing) and one hour

70f 120



SP 7077 Variant (TS03005)
03-006

otlowing dose administration. Individual body weights were recorded daily. Each
female pup was observed daily for vaginal patency beginning on PND 25 as described by
Adams, ef al.' Examination continued daily until vaginal patency was observed. Body
weights were recorded on the day that vaginal patency was noted. Beginning on the day
that vaginal patency was observed, vaginal lavages were performed daily, through the
day of euthanasia, and the slides were examined to determine the stage of estrus. The
mean estrous cycle length was calculated. The average cycle length was calculated and
reported for complete estrous cycles (i.e., the total number of returns to metestrus [M] or
diestrus [D] from estrus [E] or proestrus [P] until the day of euthanasia), beginning on the
day that vaginal patency was observed. Estrous cycle length was determined by counting
the number of days from the first M or D in a cycle to the first M or D in a subsequent
cycle. In addition, the mean age at the onset of the first estrous cycle was calculated
using the first day each animal was observed to be in estrus. All animals were euthanized
on PND 42 by carbon dioxide inhalation. The uterus (wet and blotted), ovaries, liver,
pituitary gland and adrenal glands were weighed. Luminal fluid weight was calculated
by subtracting the blotted uterus weight from the wet uterus weight. A gross necropsy
was not performed. The ovaries, uterus (homs and body), cervix, vagina, thyroid glands

and gross lesions were retained for possible microscopic examination.

Statistical tests were performed using appropriate computing devices or programs.
Analyses were conducted using two-tailed tests for minimum significance levels of 1%
and 5%, comparing each test article-treated group to the control group. Each mean was
presented with the standard deviation (S.D.) and the number of animals (N) used to
calculate the mean. Mean body weights, body weight changes, days of acquisition of
vaginal patency, estrous cycle lengths, age at the first occurrence of estrus, luminal fluid
weights and absolute and relative organ weights were subjected to a parametric one-way
analysis of variance (ANOVA)® to determine intergroup differences. If the ANOVA

revealed statistically significant (p<0.05) intergroup variance, Dunnett's test’ was used to

compare the test article-treated groups to the control group.
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1.3. RESULTS
All animals survived to the scheduled euthanasia. Salivation was noted for two and
seven animals in the 500 and 1000 mg/kg/day groups, respectively, one hour following
dose administration during study days 12-19 (PND 34-41). Other clinical findings (at the
daily observations), including hair loss on the dorsal head or right dorsal thoracic area

and red material on the dorsal head, were observed in single animals and did not occur in

a dose-related manner.

A statistically significant (p<0.01) decrease in mean body weight gain was observed in
the 1000 mg/kg/day group the on first day of test article administration (PND 22-23).
Other statistically significant (p<0.05 or p<0.01) increases and decreases in mean body
weight gain in the test article-treated groups were transient and/or did not occur in a dose-
related manner. Mean body weight in the 1000 mg/kg/day group was slightly decreased
on PND 23 (5.7%, not statistically significant) and generally similar to that in the control
group for the remainder of the study. Mean body weights in the 150 and 500 mg/kg/day
groups were unaffected by test article administration throughout the study.

Vaginal patency was achieved earlier in the 500 and 1000 mg/kg/day groups than in the
control group. The differences were statistically significant (p<0.01). Mean days of
acquisition were 34.6, 34.7, 30.0 and 27.9 days in the control, 150, 500 and
1000 mg/kg/day groups, respectively. The values in the 500 and 1000 mg/kg/day groups
were below the minimum mean value in the WIL historical control data (31.9 days).
Since the females were younger on the day that vaginal patency was observed, mean
body weights on the day of acquisition in the 500 and 1000 mg/kg/day groups were lower
(statistically significant at p<0.01) than the control group value. These differences were
attributed to the test article. No test article-related changes in the mean day of acquisition
of vaginal patency or mean body weight on the day of acquisition were observed in the
150 mg/kg/day group. Differences from the control group were slight and were not
statistically significant. No statistically significant differences in mean estrous cycle

lengths were observed. The numbers of females that completed at least one estrous cycle
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were 7, 6, 9 an.  1n the control, 150, 500 and 1000 mg/kg/day groups, respectively.
Estrous cycle let  *n females of this age are highly variable, and combined with the
limited number of ;inirﬁals and days of evaluation, evidence of a test article-related effect
was inconclusive. The mean age at the first occurrence of estrus in the test article-treated

groups was similar to that in the control group.

Test article-related reductions in mean absolute and relative (to final body weight) ovary
weights were observed in the 1000 mg/kg/day group; the difference from the control
group for the relative ovary weight was statistically significant (p<0.01). Mean absolute
and relative uterus (wet and blotted) weights in the 1000 mg/kg/day group were also
reduced (not statistically significant) compared to the control group values. However,
this reduction was not considered test article-related because 11 of the 15 females in this
group were in diestrus at the time of necropsy, contributing in part, to the lower weights
in this group. Seven females in the control group were in estrus or proestrus at the time
of necropsy. Individual uterus weights in all groups were greatest when the female was
in or nearing proestrus. Mean luminal fluid weight in the 1000 mg/kg/day group was
similar to that in the control group. Mean absolute and relative liver weights in the 500
and 1000 mg/kg/day groups were increased (statistically significant at p<0.01) compared
to the control group values. These increases were considered test article-related. No
other test article-related or statistically significant differences in organ weights were

observed in the test article-treated groups.

1.4. CONCLUSIONS

Based on the results of this study, the test article, SP 7077 Varant (TS03005),
administered orally to juvenile female rats exhibited estrogenic effects in the 500 and
1000 mg/kg/day groups, as evidenced by early achievement of vaginal patency. No test

article-related estrogenic effects were observed at a dosage level of 150 mg/kg/day.
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2. KEY STUDY PERSONNEL AND REPORT SUBMISSION

Study Supervisors:

RC[!OIT Pronoved T

Report Re*

{/
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3. QUALITY ASSURANCE UNIT STATEMENT

3.1. PHASES INSPECTED

Date(s) Date(s)
Findings Findings
Date(s) of Reported to Reported to
Inspection Phase Inspected Study Director  Management
3/18/03 Test Article Preparation/Analysis 3/18/03 4/30/03
5/1-2/03 Study Records (I-1) 5/3/03 6/23/03
5/1-2/03 Study Records (N-1) 5/3/03 6/23/03
5/1-2/03 Study Records (Rx-1) 5/3/03 6/23/03
5/3-4,13/03 Draft Report 5/13/03 6/23/03

This study was inspected in accordance with the U.S. EPA Good Laboratory Practice
Regulations (40 CFR Parts 160 and 792), the OECD Principles of Good Laboratory
Practice, the standard operating procedures of{‘/ j and the
sponsor's protocol and protocol amendments with the following exception. The data
located in Appendices A (Certificate of Analysis) and B (Analytical Chemistry Report)
were the responsibility of the sponsor. Quality Assurance findings, derived from the
inspections during the conduct of the study and from the inspections of the raw data and

draft report, are documented and have been reported to the study director. A status report

is submitted to management monthly.

This report accurately reflects the data generated during the study. The methods and

procedures used in the study were those specified in the protocol, its amendments and the

. M
standard operating procedures ofr; )

The raw data, the retention sample(s), if applicable, and the final report will be stored in

— -
the Archives at r another location specified by the

sponsor.
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3.2. APPROVAL

This study was inspected according to the criteria discussed in Section 3.1.

Report Audited By:

Report Released By:
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5. DEVIATIONS FROM THE PROTOCOL

This study was conducted in accordance with the protocol and protocol amendments,

except for the following.

e Litters of 10 female pups/dam were to be supplied by Charles River Laboratories, Inc.
However, 13 to 14 pups/dam were received.

e Pups were to be nine days old upon receipt. The pups were 10 days old when
received from the supplier.

¢ The acclimation/quarantine period was to be nine days. However, animals were
acclimated for 12 days.

* At the time of randomization, body weights for the pups were to be 30 to 50 g and all
animals assigned to the study were to be +5 g of the mean. Due to the number of
animals below the body weight range, the actual body weight range was 27 to 43 g;

not all animals assigned to the study were £5 g of the mean. The animal weight range
was fairly evenly distributed across groups.

* Body weights were to be recorded to the nearest 0.1 g. However, on the day prior to
initiation of dosing, the body weights were collected to the nearest gram.

e Samples from the dosing formulations were to be collected on the first and seventh

days of each weekly preparation. For the second weekly preparation, samples were
collected on the first and eighth days.

e On April 7, 2003, the vagina for control group female no. 22597-06 was lost at
necropsy and could not be retained as required by the protocol.

¢ Organs were to be weighed to the nearest 0.1 mg. However, livers were weighed to
the nearest 0.01 g.

These deviations did not negatively impact the quality or integrity of the data nor the

outcome of the study.

16 of 120



)

A

TABLES 1 - 17

17 0f 120

SP 7077 Variant (TS03005)
03-006



£00Z/22/50 4
£002/22/50
50 "PAAMNSd

0

0 ST
0 ST
0 St
0 ST
0 ST
0 St
0 ST
0 ST
0 ST
0 ST
0 ST
0 St
0 st
o St
0 &t
0 St
0 ST
0 ST
0 St
o

AYQ/ON/OW 0001 -¥ AYA/DA/OW O

—t

0

0 ST
0 s1
0 ST
¢ ST
0 ST
0 ST
0 Ssi
0 s
o st
0 ST
0 ST
0 ST
0 ST
0 St
o St
0 ST
0 ST
0 ST
0 ST
0 ST

ANQ/OM/OR 0 -1

05 -¢€ AIQ/DU/OHW 0ST -2

= 3d d¥ad aNnod = ad AVO TYLYNLSOd = dNd
ST 0 0 O ST 0 0 0 474
0 0 0 ST 0 0 0 ST 1%
0 0 0 ST 0 0 0 ST [}
0 0 0 ST 0 0 0 &t 6¢€
0 0 0 st 0 6 0 ST 8€
0 0 0 ST 0 0 0 ST LE
0 0 0 ST 0 0 0 ST 9¢
0 0 0 ST 0 0 0 ST 13
0 0 0 ST 0 0 0 ST 143
0 0 0 ST 0 0 0 ST £€
0 0 ¢ St 0 0 0 ST [4%
0 0 0 ST 0 0 0 ST 13
0 0 0 ST 0 0 0 ST 0g
¢ 6 0 ST 0 0 0 ST 62
0 0 0 ST 0 0 0 ST 8z
0 0 o0 ST 0 0 0 St Lz
0 0 0 ST 0 0 0 ST 9z
0 0 0 ST 0 0 0 ST 14
0 06 0 ST 0 0 0 ST 44
0 0 0 ST 0 0 0 ST 144
0 6 o0 st 0 0 0 &t [44

T aovd

SIVY JTYWEL "ANL NI

SHTVWIAL

NOILISOdSIU ANV "TYAIAdAS A0 AUYWWAS
(S00E0SL ) LNVIYVYA LLOL dS 40
T 319¥L

AYSSY TYLydand

18 of 120



£002/1E/%0
$0 "$ANSDd

AVA/OMN/OW 0ST -2 AYQ/OM/OW 0 -1

ST/ST

ST/¥1E

qvYaH TYSY0d TV IYAIVW J3¥ dd1dd-
YAEY DIDVACHL TYSYOQ IHDId SSOT YIVH-
aQ¥aH TYSY0d SSOT ¥YIVH -

AYA/ON/OW 000T -% AVG/ON/OW 006G -€
0 /0 0 /o
1 /% 0 /0
0 /0 o /0
§1/61 ST/ST
SI/11g ST/S1¢€
z T

INFWNOHELN I /AQ08
Y ISYNVHINA QIINAIHDS -
NOILISOdSIA
SNOIIVANASE0 TYDINITID INYDISINDIS ON-
TYWION
dnoys
HONVY JTEY.L

T aovd

STYWINY 40 "ON/HINIFANODO TYLOL ISONIANIA TEOINILD JO0 AUYWWAS

r—
SI¥Y ATYWIA ANL NI (S00£0SL) INYIYYA LLOL dS 40 AYSSY TYL¥dHNd , u
—_

(SNOIIVA¥ASHO ATIVA) ¢ ETEY.L

19 0f 120



£€002/12/%0 4
£00Z/12/%0
$0 "BANSDd

-2

AYA/OM/0K 0 -1

NOIIVAITYS-
TYINAJ /TYHO

AYA/ON/OW 000T -% AYA/ON/OW 005 -€ ANA/ON/ON 0ST
0 /0 o /o
z T :dnouon
£0-90-%0 OL €0-8T-£0 HONVY FIEW.L

T aovd

STYWINY 40
SIVY JTYWHAL

‘ON/ZONIHANDD0 TYIOL SSONIANIS TYDINITD 40 AUYHWWAS
ANC NI {G00£051L) INVIYVYA LL0L d§ 40 AVSSY TYIYHEENd
(ONI150Q-1S0d dNOH-T) £ dTIdVlL

20 of 120



dnoxb 1oI3uU00 WOIJ JuaxaIIIP ATiuedtiytubis

8 "6S

ST
€E '8
T°%S

ST
6L "L
66V

ST
0g "L
£8P
ST
116
6 6¢

AYd

AYQ

AYQ

21 0f 120

AYd

ANQ

AvQ

T

aovd

AVA/DN/OW 0001 -¥ AYQ/O%/OW 005 -¢ AYA/OM/OW 0ST

St ST St
S5 '8 L6°6 9L 9
9°1L € €L £€°TL
ST ST ST
80 '8 £9 6 Ly °9
899 9'89 v 99
ST ST ST
96 "L 7P 6 €Y 9
619 €9 1°29
St ST ST
6¢ 'L £0°6 SZ°9
095 0°8s 8 ‘95
ST ST ST
2T L IT1°8 10°9
€18 S°CS ¥ 1S
St ST ST
%€ ‘9 68 'L 809
S 9% 6 LY Ly
ST ST ST
£V '9 96 'L 16°S
8 1% 1ed 34
ST ST ST
S8 'S %0 "L 1% 'S
0 '8¢ SLE LLE

£ 4 1

SATYNRL

9] SILHDOIAM AQOH A0 AUVWHAS

SIV¥Y FTYWEA “ANL NI

(SO00£0SL ) INYINYA LLOL 4S5 40 AVSSY TYL¥3dOd
b 379Vl

-Z AYA/ON/OW ©
N
‘a’s
NYEW 62
N
‘a‘s
NYAW 8¢
N
‘a’s
NYIW Lz
N
ass
NYHW X4
N
'a’s
NY 3R 14
N
a°s
NYHW 124
N
a-s
NVEW £2
N
‘a’s
NYEW [44
¢ dno¥n



dnoib {oI3uU0D Wox3 JUSISIITP ATIUedTyTUbIS

6601

ST
sZ'6
S'¥0T

ST
98 '6
€86

ST
8S 6
0°¢6

ST
Z¥ ‘6
098

ST
2y '8
208
ST
198
2'vL

ST
8y ‘£l
L'61T

ST
20 €T
v PIT

ST
8% '¢1T
Z 60T

ST
0% 'C¢1T
2 t01

ST
85 "11
0°LE

ST
9T'TT
8 '06

ST
09 '0T
6'v8

ST
LT 0T
0 6L

ST
06 '8
L¥PIT

St
28 '8
S 60T

ST
S0'6
Z 'S0T

ST
LL'8
966

ST
L9 '8
L%6
ST
2z '8
188

‘q-s
NYEW

‘a-'s
NYAW

‘a’s
NY AW

9t

S€

vE

£€

[43

1€

AYQ

ANa

AYQ

AYa

AYQ

A¥d

[4 aovd

SATINIA

{9] SLHOIAM ACQOE 40 AUYWWAS
(GO0E0SL ) LNV INYA LLOL dS A0 AYSSY TYLY¥IENd

SIVY HTYWAA "ANL NI

¥ EIgYL

22 of 120



€002/12/%0
00 ‘sansMaLed

dnoab TOXIUOD WOIF JUSISIITP A(juedTyTub1s

ST
e vl
0°'5%1

St
85 'ET
Z0¥T

ST
I0 €T
T'9¢€1

ST
SL'ET
9 '0tT

ST
[
0921

€Y 'TT
£'9ET

ST
0S 0T
6°CET

ST
L9701
b ogt

ST
8% ‘0T
[A YA

si
6% 6
¥ ozt

NYEW

‘a’s
NYHW

‘a’s
NY AW

‘a’s
NY 3N

184

ov

6t

AYQ

AYd

A¥a

€

dovd

SHTEWASL

D] SIHOIEM ACQ0d A0 AYYWWAS
(S00E€0SL ) LNV I¥VA LLOL d5 A0 AVSSY TYIY¥dANd

SIVY FTYWEL 'ANL NI

b Flgvd

23 0f 120



SAONIYTIATA TYNCGIAIGNI WOId QHLVINDTYD SADNIYIAAIA NYIH
1823 s,338uung BuTsn 100 3® dnoib [0IqUOD Yl WOIJ JUSILIITP ATIUBDTITUDTS = 4«

AVA/O%N/OW 000T -% AVQ/ON/OW 005 -€ A¥Q/OM/9W 0ST -2 AYQ/OM/OW 0 -1
ST ST ST ST N
v0°C 1% T 6 0 81 ‘a’s
Z°s 6% LS z°s NYEW 0€ -6Z AYd
ST ST ST ST N
L8 T S8 '0 96 0 68 °0 ‘a’s
2 6V 8 v 6% NYAW 6T -8Z AvVd
5 ST ST ST N
SL'0 56 °0 98 0 L6°0 a-s
6 ¥ 6% z's [ 4 NYAW 82 -L2 Avd
<
St ST ST ST N u
0L "0 680 160 090 'a’s —
LS 6°5 S €°S NYEW LZ -92 A¥A o
<
st ST ST ST N o~
LL0 98 ‘0 %1 8L °0 'a’s
#x1°F L'® 5°S %S NYdW 92 -S2 Avd
[ St ST ST N
L8°0 801 8L "0 1% 0 ‘a‘s
L'y 8% 9% €'y NYAW S2 -%¥2 Av¥d
ST ST ST ST N
ez LL 0 S6°0 Lot ‘a’s
S 9% 8y 8y NYAW #Z2 -€2 AY¥d
ST ST ST ST N
£9°2 sz 1T LT €8 °0 ‘a’s
xx1°2 8 € 9°s 9y NYAW €2 -22Z AvYd
|2 3 [4 1 tdno¥s
SATYWEL

(D] SEONVYHD IHOIEM AJOd 40 AUVWWAS
T 30vd SIVY FTYWAA 'ANL NI (SO00€0SL) INVINWA LLOL dS J0 AYSSY IV.LY¥EENd
S dTEYL




SHONINIAIIA TYACIAIANI WOMd JAIVTINDTYD SHONIYIALIA
1897 s,379uung BuTlsn 0 0 1e dnoiab [OIJUOD BYI WOXF JUISIITP ATIuedT3zTubIs
3523 §,338uung Butsn 00 3e dnoib [oIjUCD SYI WOXJ FUSISIITP ATIUBdTITUSTS

Avda

AYQT

A¥Qa

AYd

A¥Q

AYa

ST ST
911 S8 °T
8-S ¥ 9
ST St
[ A 0% ‘T
£°9 L's
ST ST
161 89 'T
5°'S 84
st ST
iy ' 95 'T
29 09
ST St
2e'T PET
x£'9 *xC L
ST ST
S0 °T 0z T
1°9 9°s
St ST
18 1 96 'T
8°S 5°'9
ST ST
L0°T £€T°T
09 09
4 €
4 qJo¥d SLY¥ HIYWIA

AYA/OM/OW 0001 -¥ AVO/ON/OW 00S -€ AVA/OA/OW 0ST
ST ST
08T b6 'L
29 LS
St ST
0% 1 Zz e
£€'S Z°S
ST ST
%1 8% '1
€S L 4
ST ST
£€9°0 68T
69 9°s
ST ST
v T 19°T

+2°9 6V
ST ST
08 'T v 1
2’9 L9
St ST
LY T 09°1
8°'s €9
ST ST
IT°'T 6L°'T
09 £°S
4 T
SHIVHWIEA

[©] SEONWHD 1HOIZM AQOd 40 A¥VWWAS
'ANC NI (S00£0SL) INYINYA LLOL dS J0 AYSSY TVLIHENd
S d7gvl

-2 ANA/ON/OW 0
N
‘ars
NYEW 8¢ -LE
N
‘a-'s
NYEW L& -9¢€
N
‘a’s
NYIW 9€ -S¢€
N
‘a‘s
NY3aW s€ -¥¢€
N
a’s
NYIW ¥E€ -tE¢
N
a-ss
NVEW €€ -T¢€
N
‘a’s
NY3EW Z2¢ -T¢
N
‘a’s
NYaW 1€ -0t
¢ dNodd

25 0f 120



£002/12/%0

00 ‘sansmalLrd

SHDNIUFAAIQ TYATIAIANT WONA JAIVINDTYD SAINIUFILLIA

4587 s,339uung butsn 10 0 3@ dnoib [oxjuoD Byl wol JuaI2IITP ATIUEDTITUbTS
1887 s,379uung Buisn g 0 3® dnoib ToIjUODd Y3 WOIF JUSILIITP A[IUDTITULTS

AYQ

AXd

ANQ

AYQ /DU /DOW 0001 -% AYA/OA/OR 008 -€ AVA/OM/OW 0ST
ST St St atl
18 °9 1i1°'8 68 '6 91 '0T
v 'v0T +8 'LOT *§ 'LOT 9 ‘86
ST ST ST ST
852 28 't s e 66 'C
LE ¥e 8 'y e
ST ST ST ST
sz 'z Ly '2 s9 2 85 "2
9°¢ 0°S N 4 s’z
ST ST st ST
€61 99 ¢ 62 °¢ oLt
29 L 6°S 9°g 89
St sT ST ST
991 sZ°¢ S9°T LTz
£°S 8°G 9'v €°g
4 € 4 T
SATYWIL

€

qovd

(9] SADNYHD LHOIIM Xd0g JA0 AUVYWWAS
SI¥d FTIWIA ANL NI (S00£0SL ) INYINYA LL0L 45 A0 AYSSY AVI¥AHNd
S dIdYL

-2 ANQ/ON/OW 0
N
a-s
NYdW 2% -22
N
‘a’s
NVIW Z% -1V
N
ars
NYEW 1% -0V
N
‘a’s
NY3EHW 0% -6¢
N
a’s
NV3H 6& -8¢
 dNoyd
—

26 of 120



£002/12/%0 Y

€£002/12/%0
€0 "TAHELOd
3593 §,339uuUng HUTSN T0 0 3B [OIJUOD WOIJ JUSIFIITP ATIUBRDLITUBTS = 4x
AY¥d TYIYNLSOd = aNd
AYA/ON/DW 000T -% AYU/ON/DW 005 -€ AYA/ON/OW 0ST -2T AdQ/oM /oW 0 - -1
st ST ST ST N
€6 'L ¥8 2T 98 ‘81 $6 0T 'a’s
»21'%9 xxb CLL 6°'50T T°20T NY3W
IHOIIM AQod
ST ST ST ST N
s€°0 LoZ 682 %2 ‘a-s
xx6 L2 xx0 0€ L¥E 9 e NYEW
(ONd ) ADNEIYd TYNIDVA
k2 £ 4 T Reialer:ia)
SATYWAS |
ADNAIVd TYNIOVYA - SUALAWVYVA TYINIWJOTIATA TYWINY A0 A¥YWWIS
1 4o%d SI¥¥ ATYWIA ‘ANL NI (S00E£0SL) LNV INYA LLO0L 45 40 AVSSY TYLHHENd

9 dIgY.L [

27 o' 120



£002/€8/50

€002/12/%0
90 "GADXROd
dnoab 10I3UO0D WOII JUSIABIITP AT3ueoTITubTS SUON
2T ST ST ST N
¥8 'C 602 €2 °¢ L6°T ‘a’s
£ Gt T°'v¢E T°'9¢ T 'S¢ NYINW
(SAYQ )
SNYLSH 40 AONIHAENOO0 LS¥YIA IV IOV NVHW
4 6 9 L N
[4: ] 66 0 ¥8 ‘0 060 ‘a’s
09 b's S 'S 1°9 NYIW
{SAYQ ) HIONAT FTDAD SNOULSH
ANA/ON/OW 000T AYA/OM/OW 00§ AYA/OA/OW 05T AYA/DM/OW © :dNouo

YIVA dTIDAD SAO¥LSE d0 AYYWWNS
aovd SIVY ITYWIA ‘ANL NI (S00€0SL) INVIYYA LLOL 4S5 40 AYSSY TYIIHHEOd

T
L diEv.L

28 of 120



ST
$8%10 '0
¥L90°0

ST
590 1
+x62 '8

ST
60550 70
9€v0 ‘0

ST
8£T180 0
¥6€£2 °0

ST
PI6TT 0
0€8Z 0

St
T10%10°0
L9LO "0

ST
¥oz 1
*xL0 B

St
SOvET 'O
¥Z80 0

St
82880 "0
8b6ZC "0

ST
02681 °0
ZLLe o

1833 5,139uung Butsn 10 ‘¢ 3e dnoab TOIjUCD JYI woIJ Iu9iIdIITP Arjuedrzrubis =

ST
8E¥T0 0
98L0 0

ST
L9111
LT L

ST
LESED 'O
0130 '0

St
S€890°0
L6GT "0

ST
£10ST 0
L02Z¢€ 0

..... 471Y W3 d-----

[©] SIHOIEM NYOY¥O 40 AUYWWNS

SIVY ATYWHAL "AQL NI (S00€0SL ) LNV INYA LLOL 45 40

8 gVl

51
1521070
86L0 0

ST
€82 1T
69 9

ST
T€890°0
10%0°0

ST
LEES0 0
voLz 0

ST
8LLIT O
991¢ "0

AYSSY TvLiddnd

(D) SEIYYAO

‘as
NYEW
() ¥aAIT
N
‘a’s
NYIA
(©) dINTd TYNIWAT

(®) L0119 -sn¥dLn

‘a’s
NYSW
(2) LEM -SO¥AIN

2901120



£002/18/v0 ™
£006Z/1E/%0

20 '5A4L5940d
dnoaf {oajucd woxj Jusx8IITp ATuedT3Tub IS SUON

ST ST ST ST N
LOT00 0 091000 12100 "0 80100 ‘0 ‘as
9L00 0 $800 0 0800 "0 08000 NYEW
(D) AYWLIINLIG
ST ST ST ST N
$6900 °0 ¥1500 "0 $EH00 "0 08%00 ‘0 ‘a-s
9LED 'O L9£0 "0 65£0 "0 ZSEO0 'O NY 3N
(D) SANYTID TYNI¥AY
AYQ/ON /9K 000T AYQ /SN /O 00S AVQA/DA/OW 0§81 ANA/OA/OW 0 dnNoys
..... TV WA ~~---

[©] SIHOIEM NYDIO 40 AYVYWWAS {
4 q9Vd SI¥Y FTYWEA AL NI (SO0E0SL ) INYI¥YA LL0L dS 40 AVYSSY TV.liddnd i
8 FI9Y.L F.

30 0of 120



ST ST ST ST N
L8000 8L00 ‘0 £800 "0 Z800 0 ‘a’s
PEYA XN 250 °0 ¥S0 0 6500 NV AW )
SHTIYAO o
—
ST St ST ST N rm
zS6% ‘0 11950 £LEY O 91¥%¥9 0 as —_
+£118°S £rEIG°S 166 ¥ zZ88 ¥ NV o
JIAIT
ST St ST ST N
$550 ‘0 0690 'C 88%0 0 £LY0 0 ‘a’s
891 °0 %02 '0 0810 £0Z°0 NVAW
10749 -Sa¥ALN
st st ST ST N
zZ580 0 LE6ET 0 €E0T "0 TLED0 "0 ‘a’s
66T 0 z9Z 0 2220 €20 NYEW
1AM -SNEALO
[he ST ST st N
v 6 80T €91 S°T1 a’s
4 A 9% T SV ‘9€T NY 3N
(9) IM AQ08 TYNIL
AV /OM/OW 000T AYA /oM /OW 008 AYA/OM/OW 0ST ANA/ON/OR O 1dNo¥o
..... dTY NI d -----
............................................................................................................. Ry

[ 00T/9] 'SIM AQO8 TYNIJ OL HAIIVTHY "SIM NUYDIO 40 AUYWWAS
SI¥Y ZTYWEL ANC NI (S00£0SL) INYINVA LLOL 4S5 40 A¥SSY TVIy¥dIENd

6 dIdVL ~J£

T aovd




gooe/te/vo ™
€00z/12/%0
Z0 "$A15840d

dno15 10I3UOD WOIJ USISIITP ATIuedTITUBIES SUON

St
11000
3000

ST
8200 "0
SZ0°'0

ST
8000 0
900 "0

ST
¥200 "0
S20°0

ST
8000 "0
90070

ST
¥%00°0
9200

AMNLINLIG

N
‘a’s
NY3H
SANNY'ID TYNZUAY

(4 dovd

[D 001/9]

SIvd FTYWEL ANL NI (S00€£0SL) INYIMYA LLOL 4SS 40 AYSSY TYLY¥HENd

----- ATYWRNI I ---

‘SIM AQOd TYNIL OL FAIIVIAY

6 ATHYL

‘SIM NYOYO 40 AUVWWNAS

32 0f 120



INZS3¥d - 4 EIEAES - € AIYYHQOW -  JIHDITIS - T 3000 IAYHd

¥ ISYNYHINE dITNTIHSS 4 958 €0-L0-%0 NOILISO4SId AYA/DM/OW 0ST 4 S0-0092C

Y ISYNYHINE JITNAIHDS 4 9578 £0-L0-%0 NOILISOdSIa ANA/OA/OW 0ST 4 T1-66S22

¥ ISYNYHING QFINCEHDS 4 9§°'8 £0-L0-%0 NOILISOdSIa ANA/OM/ON 0ST d <Z1-865CC

Y ISYNYHING QHTNQEHDS d 968 £0-L0-%0 NOILISOdSIa AYA/OA/OW 0ST 4 ZT0-86SZT

¥ ISYNVHING d3INdEHDS d 958 E0-L0-%0 NOILISOdSIA AYAQ/OM/OW 0ST 4 T0-86S22

VISYNYHLOA Q3TNAEHDS d 958 EO0-L0-%0 NOILISOdSId AYA/OA/OW 0ST 4 0T-L652Z

¥ ISYNYHING JaTNAEHDS 4 95:8 E0-L0-%0 NOILISO4dSId AYA/ON /DR QST 4 LO-L6STT

VISYNYHIAZ GFINAEHDS 4 98 £0-L0-%0 NOILISOdSIa AVA/ON/OW 0ST 4 S0-L6522 O

Y ISYNVYBINE GITTNQIHIS d 958 €0-L0-%0 NOILISCdSIa AVA/OM/OW 0ST 4 L0o-S§6522 O
YINY DIOVMOHL TYSI0d IHOIY¥ SSOT ¥IWH T 9€ 7L €0-%0-%0 m“
YANY DIOVHOHL TYSY0d IHDI¥ SSOT MIVH T LI8 €0-£0-%0 o
VANY DIDVNOHL TYSY0d LHOIM SSOT dIVH T SE€E8 €0-T0-%0 e}
YANY OIDVY¥OHL TWS3¥0d IHOIY SSOT ¥IVH T 9238 €0-T10-%0 INAWNDIINI/AQOH AYQ/ON/OW 0ST 4 T0-56522 N

¥ ISYNYHLAZE J3TNAEHDS d 9S8 €0-L0-%0 NOILISOdsId ANA/OA/OW 0ST A T0-965TC

VISYNVHING ddTINgEHDSs 4 9§:8 €0-L0-%0 NOILISO4SId AYQ/ON/OW 0 4 PT-2092C

VISYNYHIONE JEFTIGEHDS 4 58 £0-L0-%0 NOILISOdSsIa AYQ/DN/OW 0 4 E1-zogoze

VYISYNYHING QETINABHOS d §6°8 £0-L0-%0 NOILISC4SId AYA/OM/OH © 4 11-203%2Z

¥ ISYNYHING dETAAEHOS 4 §5°8 E£0-L0-%0 NOILISOdSIa ANA/ON/OW 0 4 80-2092¢

VISYNYHLOE d3TNAEHOS d GS5°8 €0-L0-%0 NOILISCds1a AYQ/OM/OW 0 4 T0-Z03zZe

Y ISYNYHLNE JFTINdEHDS d 6%°8 £0-L0-%0 NOILISOdSIQ ANYA/ON/OW 0 4 60-10922

Y ISYNYHINZ QdTNAIHDS d §§'8 £0-L0-%0 NOILISOdSIa ANA /DU /DH 0 d P1-66522

¥ ISYNYHIQE Q3TNQEHDS d §% 8 €0-L0-%0 NOILISOdSId ANA/ON/DW 0 d 60-8652C

YISYNVYHING QaTINddHIS 4 §9°8 €0-L0-%0 NOILISOdSId AYA/OA/OW 0 4 90-8652¢

YISYNYHINE QITNAIEDS 4 §5°:8 €0-L0-%0 NOILISOdSId AYA/ON/OW 0 d 60-L6S2T

VY ISYNYHINT QdTINAQEHDS d §5:8 €0-L0-%0 NOILISOdSIA AYd/OM/OW 0 4 80-L652¢

YISYNYHING QEINAEHDS d S§5°8 €0-L0-%0 NOILISOdSId AYA/9M /91 0 d T0-L6SCT

YISYNVHINHY OFTINAZHOS d SS:8 €0-L0-%0 NOILISOdSId ANA/ON/OHW 0 4 60-965C2

VISYNYHINAE adTINdEHDs d ¥$§:8 €0-L0-%0 NOILISOdSId AYA/ON/OW 0 4 80-56522

YISYNVHLING JdINCaHIS 4 %58 £0-L0-%0 NOILISOdSIa AYQ/ON/OW 0 A 90-5652¢

SNOILVA¥ASEO AAY¥D HWIL ALYa AYODHELYD dnocyd X3S IYWINY
€0-L0-%0 OL €£0-8T1-£0 ‘HONWY HTLVL _

[AINO SONIGNIA FAILISOd ] SNOILYAYESEO TYOINITD TYNAIAIANI
T anvd SIVY ATYWHEd “ANC NI (S00€0SL) INYIWVWA LLOL dS 40 AVSSY TYIN¥HEENd
(SNO ILVAYASHO ATI¥Q) 0T ZI€EWL — \l\\&




INASHYd - d H¥HAYS - € HIVYHQOW - € JIHOIIS - T :EAOD HAVYD

YISYNYHINT Q3 TNCEHDS 4 8S'8 €0-L0-%0 NOILISOd4SId AVQ/ON/OW 005 A4 ¥T-109¢C

Y ISYNYHINE QATIGIHDS d 898 €0-L0-%0 NOILISOdSIa AYA/OA/OW 005 4 TT-T09ZC

¢ ISYNYHLAZ JITNAEHDS 4 8578 €0-L0-%0 NOILISOdSIa AYQ/OA/OW 00S 4 20-009E¢¢

YISYNYHINE QITNAEHDS 4 8%°8 €0-L0-¥0 NOILISO4SId ANQ/ON/OW 005 4 €T1-6652C

VISYNYHINHE QITNQEHDS d LS8 €0-L0-%0 NQILISOdSIa AYA/OM/OW 00§ 4 TT-86S22

Y ISYNYHINE QATATIHDS d LS8 €0-L0-%0 NOILISOdSIa AYA/OA/OW 005 4 ¥I-L6STT

Y ISYNVHLNE QFINAHHDS 4 LS8 €0-L0-%0 NOILISOdSId AVA/OA/OW 00S d BO-L6S5TT

Y ISYNYHINE QFTINAFIHDS d LS°8 €0-L0-%0 NOILLISOdSIa ANA/OA/OW 00§ d E€0-L6STT O

VISYNYHIAE JITHIGIEIS & LS8 €0-L0-%0 NOILISOd4dSIa AVQ/OM/OW 005 4 To-teszz N

Y ISYNYHING JFINGHEHDS 4 LS8 £0-L0-%0 NOILISOdSId AYA/OA/OW 005 4 ¥1-56STT N“

¥ ISYNYHIAE gITNAIHDS d LS8 E0-L0-%0 NOILISOdSIa AYQ/OM/OW 005 4 01-8652¢ o
aQ¥aH TYS¥0d MY I¥AIVW 3y Q@aI¥d ¢ 6T ‘L €0-LO-%0 -+

g¥dH TYS¥0d SSOT ¥IVH € 6Z°L €0-L0-%0 o
avdH TYSY0d TY INAIVW gdy g3Idd T LE‘9 €0-90-%0

aQ¥aH TYS¥0d SSOT ¥IVH 1 9€£:9 €0-50-¥%0

a¥3H TYSY0Q SSOT ¥IVH T 0¥ L €0-%0-%0

avaH TYS¥0d SSOT ¥IVH ¢ TIZ:8 €0-£0-%0

aY3H TYSY0Q SSOT MIvH € 8E£‘8 €0-20-%0

aydH TYS¥0d SSOT ¥IWH ¢ 1e:8 €0-T0-%0

QvYdH TYSY0od SSOT d¥IVH T $H L EO-TE-E0

avaH TYS¥0d SSOT dIVH T 6€:9 £0-0€£-€0

aQydH TYS¥OQ SSOT MIWH T LY 9 €0-6C-t0

ayEH TYS¥Ood SSOT MIYH T £%:9 £0-8Z-£0 INEWNOEINI/ACQOE ANQ/ON/OW 005 A& P0-S6STT

YISYNYHING QFING3IHIS 4 LG8 €0-L0-%0 NOILISO4SId AYQ/ON/OW 005 4 ¥0-965TC

YISYNVHILAZ JIINAdHds d LS8 €0-L0-%0 NOILISOdSIa AYA/OA/OW 0ST 4 €£1-2092Z

¥ ISYNYHIONZ JATINAIEDS 4 LS8 €0-L0-%0 NOILISOdSIa AYA/OA/OW 0ST 4 60-2092Z

Y ISYNYHLAZ QATINAAHDS d L8 €0-L0-%0 NOILISOdSIa AYQ/ON/OW 05T 4 L0-209Z2

YISYNYHINHE AFINAIHOS d LS8 €0-L0-%0 NOILISO4SIa AYQ/ON/OW 0ST d €£0-209TT

Y ISYNYHLINE gd1NddHds 4 95°8 €0-L0-%0 NOILISOdSIA ANQ/OM /oW 0ST 4 €T-1092T

SNO ILVAYESEO daViD HAWIL 31ea A¥ODAIVD dAo¥D XdS THWINY

€0-L0-%0 OL €0-8T-€£0 ‘HONVY HTLVL

[ATNO SONIGNIS FAILISOd ] SNOILVYANIZSHO TYOINITD TYAQIAIANI
4 Fovd SIVY ATYWHL ‘ANL NI (S00€0SL) INYI¥NYA LLOL dS 40 AYSSY TNLMEENd
(SNQ ILYANESEO ATIVA) 0T JIEVL




cooe/1e/vo

S0 "pAQEDd (o)

IN3ST¥d - d HF¥HARS - € HIVVEAOW - ¢ JIHDITS - 1 :@Qod davin N

YISYNYHLNE QdTACGAHDS 4 658 €0-L0-90 NOILISOdSId AYA/OM/DW 000T 4 ¥$0-20922 Jm

YISYNYHLOE GITNAIHDS d  65:8 €0-L0-%0 NOTILISOASIO AVG/OM/OW 000T 4 T0-2092Z

¥ ISYNVHINH Q3INAgHOS d 658 €£0-LO-%0 NOILISOdSIQ AVA/OM/OW 000T 4 80-T0922 on
VISYNYHLNE Q370ddHOS d 658 €0-L0-%0 NOILISOdSIA AYQ/DM/OW 0001 4 60-00922
¥ ISYNVHINE a3TNdgHOS d  65:8 €0-L0-%0 NOILISOASIO AVQ/OA/DW 000T 4 ¥$0-66S22
VISVYNVHING QdINAgHDS d 6S:8 €£0-L0-%0 NOILISOdSIO AVA/OM/OW 000T 4 T0-66GZZ
¥ ISYNYHINE QdINGIHOS d 658 €0-L0-%0 NOILISOdSId AYQ/OM/OW 000T 4 01-86SZC
YHEY DIOYEOHL TYS¥Od IHOIH SSOT ¥IvH T LZ:8 €0-£0-%0 INIWNOIINI/XQOH AVU/DM/OW 0001 4 ¥0-86SZC
YISYNYHINA QATNQEHDS d 658 €0-L0-%0 NOILISOdSIQ AVQ/DM/OW 000T d ¥0-86G22
Y ISYNVHIAE QdTINA¥HOS d 6S°8 €0-L0-%0 NOILISOdSIO AYA/OM/OW 000T 4 €T-L6SZZ
VISYNVHINA QATNQEHDS d 6S°8 €0-L0-%0 NOILISOdSIA AVA/OM/OW 000T 4 ZT-L6SZZ
YISYNVHLAE QATAQEAHDS d 85:8 €0-L0-%0 NOILISOdSIQ AVQ/OM/OW 000T 4 T1-L65ZZ
Y ISYNYHING QATNQIHDS d 8S:8 €0-L0-%0 NOILISOdSId AYQ/OM/OW 000T 4 ¥0-L6S2T
Y ISYNYHING QITOAQEHOS d 85:8 €£0-L0-%0 NOILISOdSIO AVA/DM/DW 0001 4 €1-56522
¥ ISYNYHINT gIINAIHOS d 8% :8 €0-L0-%0 NOILISOdSIO ZAVA/OM/OW 000T d S0-56S52¢
VISYNYHING QFTINAAHDS d 8S:8 €0-L0-%0 NOILISOdSIA AVA/OM/OW 000T d €0-9652¢
VISYNVHINE J3TNAEHDS d 858 €0-L0-%0 NOILISOdSId  AYQ/DM/DA 005 4 01-z0922
v ISYNYHLOE QATINQHEHDS d  85:8 €0-L0-%0 NOILISOdSIad  AYA/OM/DW 005 4 90-20922
¥ ISYNVHING QdTNdEHDS d 8S:8 €0-L0-%0 NOILISOASIO  AYQ/OM/OW 005 d S0-2092T

SNOILVANISH0 FA¥HED AWIL  HIVA A¥0DIIVD dnoEn X3S TYWINY
€0-L0-90 OL €0-8T-£0 ‘EONVY HTEVL | -

[ATINO SONIONIJ FAILISOd ] SNOILVANESHO TUDINITD TWNAIAIANI .
aovd SIVY FTYWEd ANL NI (SO0£0SL) INYIMYA LL0L 4S5 J0 AYSSY TYL¥IENd

€
(SNOIIYAY¥ESHO ATIVQ) 01 3TEYL L




£€002/12/%0

SO "PAQYDd
INASAMd - d d¥dAdS - € JIVNEAGOW - ¢ JIHODITS - T ‘HJ0D FAYHED

NOIIVAITIS 1 €S5:LT €0-€0-%0

NOIIVAITYS T 9¥%:T1T €0-20-%0

NOIIWAITYS T OT:TT €£€0-0€-€0 TYLNAQ/TYH0  AYA/ON/DW 000T 4 10-20922

NOIIVAITYS € ¢€S:TIT €0-£0-%0 o)

NOILYAITYS € 99 :TT £0-20-%0 N

NOIIVAITYS T GS:TIT £0-TE-€0 TYINZA/TYN0  AYA/ON/OW 000T 4 60-0092C mu

NOILLVAITYS T 1S:T1T1 £0-€£0-%0 TYINIQ/TYA0  AYA/OM/OW 0001 &  %0-86S22 O

NOIIVAITYS T 6S:TT €0-50-%0 O

NOIIVAITYS T 8€:TIT €0-%0-%0 I3

NOIIVNAITYS 1 S¥:TT €0-20-%0

NOIIWAITYS T L¥:TT €0-T0-%0

NOILVAITYS T OT:TT £0-0€-€0 TYINAQ/TYHC  AYA/ON/DW 000T 4 €1-L652C

NOIINAITYS 2 0% :'TT €0-90-%0

NOIIVAITYS € 8S:'TT €0-S0-%0

NOIILVAITYS T L€:TT €0-%0-%0

NOIILVAITYS ¢ TS:1T €0-€0-%0

NOILYAITYS € ¥¥:T1T €0-20-%0

NOIIYAITYS T L¥:TT €0-T0-%0 TYLNAQ /TY¥0  AVQ/OM/OW 000T 4 Z1-L6G2T

NOIIWAITYS T TI%:TT €0-90-%0

NOIIWAITYS T 8S:TT £0-50-%0

NOIIVATIVS ¢ ¥%%:TT £0-20-%0

NOIIYAITYS ¢ 9%:TT €0-T0-%0 TYINAQ /YN0 AVA/ON/OW 000T dJ S90-66522

NOILYAITYS T ¥S:LT €0-T€-¢€0 TYIN3A/TYH0 AYA/ON/OW 000T 4 £0-5652Z

NOIIVAITIS T 6€:LT €0-90-%0 TYLNAQ/TdH0 AYA/OA/D9W 00S 4 T11-86S22

NOIIVAITYS T 9G:TT £0-S0-%0 TYLNAQ/TYE0  AVA/OM/DW 00S 4 ¥#1-L6STZ

SNOIIVAMASHO FAVYD AWIL  HIVA XYOOHIND dno¥o X3S TYWINY

€0-90-%0 OL £0-8T-€0 ‘HONVY ATHYL — -

SNOIIYANIESEO 'TVOINITS TYNCIAIGNT
T A0V d SIVY FTYWES ‘ANC NI (S00£0SL ) INYINYA LLOL 48 40 AVSSY TYLy3dad :

(ONI50d-1S0d ¥NOH-T) 1T ATIEYL [ _




[
ST st st St St st ST ST St ST N o~
0z 'L zE L 9L 9 LY "9 £% 9 529 10°9 80 °9 15°S 1% °s ‘a’'s mu
818 S 9L € 1L %99 1°29 8 ‘95 ¥ 1S 1Ly £°Cy L LE NYAR o
€°z8 z 1L 1T S g9 19 ¥ 9§ z'1§ 6 °9% 6 0% g 'S¢ v1-20922 wu
S ‘SL 6 1L S99 L°19 L°LS S 2§ L 8% S vY 1°0% 8 'S¢€ z1-2z0922
v wL S 69 6°29 Z 8% LS 6 6% 1°s¥ S 0% ¥ '9¢ £'2¢ T1-20922
0°SL 9-g9 0°'%9 L'6S Z €S 1°8% L2y 1°8¢ 1°'%¢€ 962 80-2092¢2
z €L L 89 9-°29 985 g €S 8 LY 9°2Z% € '6¢€ b 'be Z 1t 20-z0922
908 T°5¢L £ IL 0°L9 8 ‘€9 £ 65 8 €S g 6% 0 9% ¥TY 60-10922
L 0L €99 ¥ 19 8 'SS 2 AT S LY 6 1% T1°'LE 0°%E 062 ¥1-66522
A zLL L0L S99 619 £°9% 0°0s € °'S¥ L 0% ¥ "SE 60-86G22
L°L8 z €8 0Ll L 0L 6°G9 T°19 0°95 v 1S 1LY zty 90-86522
£°26 v 98 9°08 2S¢t 6 0L 1°69 L 8§ 6 %S 214 S vP 60-L6622
z°18 0°LL T°1L 8 L9 8 €9 8 '8§ €°€§ 1'6% 1°¢v L 8¢ 90-.6622
6°L8 5°2Z8 £ 9L 1°2ZL 0°LS z°29 Z 9% 225 8 9% £°C¥ Z0-L6522
¥ 'S6 £°16 T°€8 6 9L 9°TL z°'59 9 '8G 9 %5 8°L¥ 1°1% 60-56522
0°'¥8 z 8L 9 bL 889 Z 99 L'6S 0°'%S 9 6% 244 0 0% 80-G6522
958 0°18 £'9L 6 TL v LY v 29 €8S L €S Z 6% 1°SY 90-5652¢2
AVA/OM/OW 0 (T dNO¥O WOMd STYWINV
1€ o€ 62 82 Lz 9z 44 24 ¥4 22 AYd
SATYNEL —
[®] SIEOIAM AQO0d TYNUIAIGNI
1 39Yd SIVY FTYWHdS ‘ANL NI (S00E0SL ) INYINYA LLOL d4S J0 AVSSY TYL¥HENd

¢T dTEv.l l j




ot
ST st ST ST St ST ST ST ST ST N o
05 0T L9 01 8% 0T 6% 6 06 '8 zg '8 506 LL 8 L9 8 ze '8 ‘a-s m“
6°2€T ¥ 0ET LSzt v 0Z1 LRTT G 60T z 50T 966 L'¥6 1°88 NVER o
zsg1 LTET 6'€21 A §°STT ZI1T z 901 9766 1°96 L 88 v1-20922 mm
b 621 9°€gt v 61T 1°STT z ‘80T 0°601 Z 66 9°¢6 £'88 z'e8 z1-2092¢2
A L91T 9 %11 L°LoT T°€0T v 86 0°56 S 06 0°'v8 8 '8L T1-20922
A L2t L 61T T°ST1 0°1ITT 0°s0T ¥ 86 €76 £°88 T°6L 80-2092¢
Ssz1 92zt 6 91T Rt AR 6°'S0T £°66 v %6 £ 68 0°s8 z 8L z20-20922
v 81T v 911 0°€TT 6801 0901 6201 986 z €6 1°16 ¥ 'S8 60-10922
LT AT S 'STT 8 0TI ¥ '901 986 v ¥6 L°98 ¥ 18 6 9L P1-66522
0°9¢€T L 6ET ¥ EET 652t 6 '6TT z°Z11 8601 S 'y0T Z 86 868 60-86522
L ¥ET 0°'9¢€T z0£1 6521 0°'STT 8°'STI S PTI S %01 9101 1°66 90-86522
8 °9%T £ZvT 9°6€1 S EE€T R T°€2T 9811 ZETT 180T 8 ‘66 60-L6S2T
6 9¢€1 €°Z€T 6821 L121 L9711 8601 6°'¢0T S 00T 1°'€6 0°L8 90-1.6522
S IVl v ovl v 9€T 9921 9°zeT Z 91T AR 8 50T v 'ZOT 8 €6 T0-L6STT
S '8sT 9 '%ST 1691 8 TI%T v 'SET 8821 ¥ €21 T°'8TT 6 01T z 's0T 60-5652T
0Lzl 6221 8811 €911 9111 0°LOT 6101 T°00T 856 £°68 80-$652C
0€€T T0eT v 'SeT Lozt T'STT €601 T°L0T ¥ 00T 6 96 8 '06 90-5652¢

iy 0% 6¢t 8¢t L€ 9¢ S€ 43 [ 23 2¢ ANd
SATIWIA

(9] SIHOIIM AQO" TYNAIAIANT
4 IOVd SIVvd TIYKWId ‘ANL NI (G00€0SL ) INVI¥VYA LLOL dS A0 AYSSY TY.LIHENd

ZT FEvl rl/: (\\\g




¢y A¥d

HIOA
HINd
HINA
HINA
HILOA
HIOA
HIOH
HLOF
HIOA
HLOA
HINA
HINA
HINZ
HIOF
HLNE

ST
€% 'TT
€91

MOUNOANANNMMODN
Ao
~

N
‘a’s
NYEW

y1-To09ec
21-209¢C
11-2osee
80-2082¢
20-209zz
60-1082Z2
p1-66822
60-86S22
90-865¢22
60-L652¢C
90-L6SZ2
¢0-L65CT
60-5652¢2
80-56522
90-56822

€

q0¥d

[©] SLHOIEM XA0d TYNCGIAIANI

SIVY ATYWHA AL NI

(S00£0SL ) INVINVA LLOL dS A0 AVUSSY TYLydENd

21 dTgvlL

39 0f120




<O
ST ST St ST ST ST ST ST ST ST N o~
09 0T LT 0T LE 6 £9°6 b 6 €0°6 11’8 €8 "L 96 'L ¥0 'L ‘a’s “
6°'%8 0°6L € €L 9 '89 2] 0 '8S S¢S 6°LY 1°ed S 'LE NYENW (=)
S LL 0°CL L9 ¥'zo 8 LS Z €S L'8¥% S Ev 9 ‘8¢ 8 ‘€€ £€T-20922 m
9°'SL € 'TL 959 ¥ 19 9 LS ¥'Zs 0°8% S e 6 ‘0% 8 '9¢ 60-209z2
9 8L 1%L 969 L %9 9 '8 9°'es 176V 1°%% S "6¢ 0'SE L0-2092¢2
Z°'ZL 8 ‘39 519 Z'LS 6 '1S L9% iy 8 'S¢E ¥ o€ 09z £€0-20922 _
6 '86 L2686 b L8 T°18 v oL 0L A Y LS S ‘1S [ 2 4 £€1-T082Z
£EL L'LS 0'€9 £ LS 625 SLY [P A 8 '8¢ 9 °Z¢ 182 50-00922
£°LY S 09 b 'PS T°0% [2=34 v oy 9°LE 6°¢tE L '8¢ €92 Z21-66S22
£ 'S8 v 08 9 €L L oL 6 %9 T°6S A1) 1°'1s LSy Z'6¢ 21-86522
S 00T € b6 v L8 S 'z8 6 9L 8 0L £°69 §°'6S S '¥S 9 6% ¢0-8652CC
1°'%6 S 'S8 118 S 'sL 969 9°¢9 195 9°Z8 S '8¥ €68 10-8652¢
Z°L8 S°18 Z Sl Z'IL €59 L6S [ 4°) €67 [ 44 6 °'LE 0T-L65¢2C
€°L6 Z°06 9 €8 0LL € el 899 T°09 [ 4°) S '0S [ 44 LO-~L6SZT
S 'E8 8 '9L v TL 2L S 18 1°'8S 8 '09 0Ly T'€ED T'LE G0-L6SEZ
¥ 'v6 8 L8 [} L'8L ZzZL 9 L9 0°T19 Z°LS 918 9 9% LO-S6SCT
b '88 [ARY-] 0°9L LTL Z°L9 109 05§ b "0s T°'Svy b ‘8t 10-896522

ic o€ 62 8z Lz 9z 534
SHIVHWRL

[9] SIHOIEM AQOH TYAQIAIANI
4 30vd SIVY dTYWEd ANL NI (S00£0SI ) INVIMWA LLOL dS A0 AYSSY TVLy3dnd

2T 3TgYd f 1




S

aavd

St
85 €1
Z'0¥T

‘62T
Tzt
‘sel
‘81t
'ZST
‘TET
‘0CtT
‘9ET
RARE
Zst
"TST
LST
YT
8% 1
PST

MM NOFT NSOV A0 M™M

ST
T0°¢T
T'9¢€T

RN A
TCT
0E1
AN
“IST
‘8Z1
ST
'SEY
A A
"0ST
TR
‘TST
‘PET
RAAS
0ST

N MO MO N ONM

ST
sL et
9 '0tT

8TT
LTt
AN
‘ETT
‘SYT
02T
‘50T
LeT
RAAt
9v 1
‘9fT
"IST
Let
‘9T
EPT

A0 FOP G A HODMO MO

Z

A MOUN PO O YO

ST
£ET
9zt

‘€Il
0Tt
R4At
801
6ET
STT
$O0T
‘1Tt
LET
0% T
‘TET
Lyl
‘9zt
"TET
8ET

a1 ST
8% €1 20 €T
L'61T vVt
9 'LOT T'¥0T
8 '€0T 9 °'86
0911 211t
8 "T0T 9 '86
9 °'GET ¥ 6Ct
2901 2’201
L0001 S L6
€911 £ITT
0°tel 6'8CT
0 '¥ET € 'LZT
9 'vTl ¥ oCtT
S 0v1 G EET
2811 9 '1ITT
$'8¢1 %21
0621 6121
LE 9¢
SHIYHEA

ST
8% 21
Z°'60T

‘86
‘S6

44N

NNEHOAOFFINOTROM
~
(=]
—

[©] SIHDIAM AJOY TYNAIAIANI
(SO0E0SL ) LNV INYA LLOL dS 40 AYSSY TYLI¥FE0Qd

SIVY ATYWEL ‘ANL NI

21 d11dvd

ST
0% TT
Z'E0T

v 'Zé
T'06
‘96
L8
61T
‘16
‘€8
00T
‘91T
‘91T
Lot
‘0zt
€01
TTT
‘60T

P AN O RN AN N H

ST
85 11
0°L6

‘L8
‘58
06
'8
RS

FOAFOWONOMINT 0Dt
n
[o3}

9'e8
‘6L
‘98
LL
‘901
‘6L
"L
‘68
‘50T
‘00T
6
‘S0T
‘68
‘L6
‘ve

VN AN O AP O

£€1-209z2¢
60-2092Z
L0-2092C
€0-2092¢2
€1-1092¢
§0-0092¢
CT-66S2C
Z1-8652¢
20-8652¢
10-8652¢
0T-L6822
L0O-L682C
S0-L6522
L0-56S2C
10-5965¢2¢

41 of 120



9

Hovd

O] SIHOIAM ACOd TYNAIAIANI

SI¥Y¥ dTYWEL ‘A0S NI

[44
[44
(44
(44
144
(44
(44
(44
(44
[44
[44
[44
144
(44
(44

Avd
AYd
A4da
A¥a
A¥d

HINA
HLNG
HLOEF
HLOA
HLNd
HINA
HLNd
HLOA
HINZ
HINF
HINF
HLQ3Z
H1NF
Hind
HING

<
ST N mu
vE VT a’'s o
0°SPT NYEW =)
ol
LEET £1-2092Z <t
9921 60-2092¢C
€171 L0-20922
L°22T £0-20922
Z 85T £E1-10922
L0t $0-00922
8 921 Z1-66522
€ 6€T 21-86G22
0°%ST Z0-B6522
(A 4:]3 10-86522
6'€ST 01-L652¢2
g 29t L0-L6522
0°9%T S0-L6522
S '¥ST L0-5652¢2
0291 10-5652¢2

(S00€0SL ) LNV I¥YA LLOL dS 40 AWYSSY TYIYEHOd

27 d7Evdl



L

3o¥d

St a1
98 '8 S5 '8
9 9L 9 'IL
0°'89 0°29
0°89 £°'v9
969 Z°'s9
6°¢28 6L
S'v8 £ 8L
619 6°SS
S v 609
808 6 9L
S el ZTL
918 0LL
6'08 1°5¢L
£ vl S 69
¥ee v 6L
Z'18 € '9L
L't 8 L8

0€ (X4

‘5%
‘0L
‘s9
‘el
‘69
'S9
Bl
"TL
‘18

ST
96 'L 6

€S 4
€S S
‘95 4
'S9 S
‘69 4
A4 9
R4 6
‘99 )
‘zsg Z
‘S9 9
'S9 1
‘08 4
‘69 €
‘99 6
‘9L 3

NNVWOMPI A FTOMM A NN

‘8%

‘65
Z9
44
‘9%
‘6S
‘9s
LS
65
$S
‘¥9
09
‘69

-4
4]
LS
LE
N44
‘S§
‘TS
vs
€S
‘TS
‘69
‘59
‘z9

[©] SLHOIEM AGOY TYNUIAIANI
(SOOE0SL ) LNV I¥YYA LLOL dS 40 AVSSY TYL¥IENd

SIvd FTYWAL ‘AL NI

21 d1dvd

ST
9€ '9
S 9%

(2]
@®
m

4
4
6%
'2S
P
‘8¢
‘TS
Ly
N34
34
24
¥s
208
0°Ss

N AN DN Mm

ST
£v '9
8 '1I¥

€ 'St
99t
LE
)4
‘8%
62
ZE
34
37
44
44
)4
'0s
Sy
"0S

MNOANT-~OC0N W

ST
58 °S
08¢
9 °'1E

R4

N
‘a’s
NYENW

01-c09ze
90-2092¢
S0-¢09Te
pT-109¢2¢C
T1-108%822
20-00922
£1-665C2
T1-8652¢
YT-L6SZT
80-.6522
€0-L652C
T10-L6S2C
¥1-56G622
01-56522
v0-56522

43 of 120



8

3Jovd

ST
LL 1T
S EvT

S'621
€0t
b '8ET
T'9%1
0 LSt
0°'T€ET
€9zt
G Lt
z'8¢el
S 6%t
[ A A
€ '8¢t
T 181
6 ‘85T
T'T81

ST
ZL Tt

AN
‘get
‘621
oVt
AN
TN
XA
eV T
RPET
A AN
‘SET
‘92T
€V T
Zst
'6ST

ANOWDWOMFAMOONO MO

St
Sttt
9 "TEl

LIT
‘tet
ZTT
‘ZET
‘9%t
91T
LIt
‘BET
‘82T
‘9T
9T
A
‘Z¥1T
‘SRT
‘TSt

MO Meadd™mM™>WOWNNWW W™

ST
6L°0T

TTT
‘91T
‘91T
"0ET
6ET
P11
ETT
EET
‘zet
‘821
‘get
91T
ZET
9E€T
8y 1T

VMOWOVUIFNTODOAIHETON OO

ST
P1TIT
¥ 6Tl

‘90T
‘80T
01T
B4A
0ET
‘POT
‘SOT
‘9Z1
AN
=TS
EAAN
‘Tt
AAY
LZT
CrT

FUOOLAAMDOWOO0OMO0 N

ST
28 '0T
LETIT

‘66

$OT
50T
‘811
921
‘00T
‘66

021
0TI
6TT
‘81T
‘90T
RAAS
‘61T
RET

MIPINNDHROLOMAMHNNF N

et
ZZ ‘0T
6 "LOT

0°96
‘66
66
TT1
LTt
‘26
‘ve
ETT
‘S01
2Tt
It
20T
9911
051l
8921

AR POMMO S TN

(9] SIHOIEM AQO€ TYAQIAIANI
(SO0E0SL ) INYINVA LLOL 4S5 40 AVSSY TYLAEENd

SIVY dTYWIA ‘ANL NI

[

a1avd

ST
£S5 0T
8 "T0T

‘68
‘Z6
'Z6
‘90T
"T11T
‘68
‘06
LOT
‘66
Lot
LOT
‘96
60T
8901
¥ vl

MOAOF P OO~ MN

L'¥6

NOEHNINY TN TN
o
>3

©
o
o

6 €1t

ST
82 0T
1°'68

SLL
oL
‘8
‘ve
L6
2L
L
€6
‘L8
'£6

OO0 MNMD>

44 of 120

0T-Z09¢CT
90-2092¢
s0-c08ee
vr-1092C
T1-1089¢22
z20-009%2¢2
€ET-665C2
1T1-8652¢
b1-L652C
80-L6SCT
€0-L6SET
T0-L652¢
¥1-56522
0T-9652C
¥0-56522



6

q2ovd

(9] SIHOIAM AQOd MYAJIAIANT

SIVY dTYWEd 'ANL NI

(A4
(44
[44
(44
[44
[44
(44
[44
[44
[44
[4 4
(44
(44
Z¥
[44

HLNd
HIOE
HLNA
HLNE
HLOA
HLNA
HLOE
HINE
HINA
HINA
HINA
HLNE
HLOd
HINA
HINA

N
‘a’s
NYHRW

0T-209¢2¢
90-2082¢2
G0-209¢¢
b1-10822
11-108¢CC
20-00922
£€1-66522
T1-8652¢
¥1-L652¢C
80-L652C
£0-L6522
T0-L6SZ2
¥1-56522
0T-%6522
Y0-56522

(S00£0SL ) INVINYA LLOL dS 40 AVSSY TY.LIYEENd

21 d7dvl

45 of 120



‘58
‘ZL
‘8
B2
6L
‘88
‘Z6
‘€8

ST ST ST
19°8 SsT°8 00 '8
Z°vL 069 9 %9
S PL €69 €69
T'€L 1889 Z 89
[AA-) ¥ 9L TeL
8 '8S 6 2% 0 '0s
9'09 195 S '1s
€°'F9 8 '6S 8 'SS
¥ 'S8 2 6L Z'vL
9 '8L T°¢eL T°69
L'99 1°29 g9 LS
¥LL LLS T°99
S TL 8 'L 919
8'CL L'89 b e9
8 I8 6 °'SL Z 1L
S 98 8 6L S '5L
T°6L 9 el 969

o€ 62 8¢z

ST ST
6% '8 €€ '8
8 '69 1°%S
€65 9 '£§
T°09 8 ‘2§
Z°69 9°'€9
199 € '6¢
6 'SV 1°0%
T°0¢ 224
8 '89 S °Z9
£S89 9 '6S
0°ts L'8%
S'19 2SS
Z°Ls €IS
¥ '8S 9°¢s
Z°L9 T°19
S'TL Z'99
8'%9 8 65

Lz 9z
SHATVYWAL

ST
6L L

{51 SILHOIAM AJO€ TYNAIAIANI
(SO0E0SL ) INYINYA LLOL dS 40 AYSSY TYLidEnd

2T 3189l

SIV¥ dTYWHS "ANC NI

ST ST
0€ "L 11°6
£ 'Sy 6 '6¢
T°'%% 96t
[4-)4 € 1%
6 1S -1 4
v ZE 1€
T°€¢e L€Z
Z'9¢ 093¢
S°'T9 0Ly
A ) T°'LYy
6'6¢ 9 '9¢
6 'Sy 9 ¢y
1°%% 8 "BE
9'¥¥ 0°0%
L'1s € '9%
9 9% 0°28
S 18 S ‘9%

sl N

0L "9 ‘a’s

8Lt NY3W

0°6¢ $0-20922
9 '6¢ 10-209¢2¢2
0'Sy 80-109¢2¢
v s 60-0092¢2
1°'9¢ ¥0-66522
z '8z T10-6652¢
6'CY 0T-86S22
1°'2¥% »0-8652¢2
€ vE €1-L6S2C
S '6€ z1-L6522
£ '9¢ T1-L6S2¢
Z'LE v0-L652C
S 'Id €1-96522
Z 9% 50-56522
(244 €0-9652C

46 of 120



1T

aovd

ST
¥0 0t

0% T
'SET
SET
‘821
‘521
62T
RS
‘SP1
‘geT
‘8Y1
veT
"9ET
6V T
68T
9f£T

CONOIMAND>NOEMDMM

ST

66 6

0

S

DO ANV AN OWWD

‘SET

RAAY
eel
‘PET
vet
A
RZAS
6YT
‘6ET
1A
RAAS
€21
2eT
B2
‘TST
‘2ET

SIYY dTYWHA "AQL NI

WET
SZT
Let
9Tt
PIT
‘T2t
TPT
"TET
61T
ZET
AN
R4AS
et
EVT
‘521

ST

SZ 6

S

€

NN ALFIOMMOO IO

POT

‘90T
‘50T
Lot
‘16
‘16
‘b6
‘6TT
‘901
‘96
Lot

‘20T
‘STT
0etT
LOT

ST
98 '6
€86

0°86
¢t
2201
0'€8
£ '$8
0°88
8 'PTT
S E0T
116
T°'€0T
816
T°'96
T1'0TT
AN
6201

ST
85 ‘6
026

R4

‘86

9L

‘8L
‘18

LR R R S N
I
o
-

ST
Z¥'6
0°98

9°'v8
9°¢8
916
0L

‘SL
‘T0T
‘06
‘6L
‘88
‘o8

HOAUMANNN>W

v oot

v0-¢09ze
10-203¢2
80-108¢¢
60-0092C
$0-66S22
10-66522
0T-86522
¥0-86522
€T-L6STT
2T1-L68ZZ
TIT-L66Z2
v0-L682¢
€1-965CC
S0-5652¢
€0-5652¢

ST ST ST
80 '6 06 '8 81°6
0221 €911 6 60T
LTt L'0z2tT ¥ STT
6°0C1 9'STT 080T
0°€ct €LTIT N
8 'TTT ¥ LOT 6°L6E
S ‘g0l 0'€0T Z°96
CTETIT 6 90T £ 001
T°LET L0ET LveT
§°'521 9611 [ AN
[ 080T 2001
¥ 8Tl 6121 ?'STItT
£ °0TT L7901 €°20T
8 611 € g1l 2 90T
911 1821 102t
Z'9¢tT 8 62T 6221
1eet 6 '¥IT £€°CTIT

8¢t LE 9¢€
SHTYWIA

[©] SIHOIAM ACOod TYAGIAIANI

2T dTgvY.L

(SO0€0SL ) LNYIMYA LLOL dS 40 AUSSY TYIdd8Nd

47 of 120



£oo0z/12/%0

£00Z/12/%0
60 "vAMELLd

(44
t44
(44
[44
142
(44
(44
[44
(44
(44
(44
(474
(44
(47
(44

A¥Ya
A¥a
ANda
PA (s
Ava
AYa
A¥Qa
A¥a
A¥da
aNa
AYd
Ava
AYQ
AYd
ANa

HLOA
HILOA
HLOA
HLOE
HINd
HLOA
HLNE
HILNA
HINA
HLOHE
HLOF
HLNA
HILNF
HINA
HINI

ST

% '6

4

AN FROAO AN M

RA AN

LyT
‘BET
S AN
LET
9Z1
'PET
981
08t
‘9ET
LY T
‘621
‘9ET
‘PST
‘9581
‘BET

N
a’s
NYIW

v0-20922
10-209¢€2
80-1038¢2¢
60-0092¢
v0-66522
10-665¢2
0T-86%2¢
$0-8652¢
£T-L65CC
21-L6522
T11-L6822
y0-L682C
€1-9652¢
S0-96ST¢
€0-5652C

[

aovd

(5] SIHOIAM AQO8 TYAJIAIANI

SIVY dTYWId "ANL NI

(S00€05L ) LNYINYA LLOL 4S5 4O AYSSY IYLi3gnd

¢1 dIEvl

48 of 120



ST ST ST St ST ST ST ST ST ST N
s 't 6L°1 8T 68 °0 L6 0 090 8L 0 % '0 L0°T £8°0 a-'s
£°9 €°S 2°s 6 'V [ 4 £°s v's 134 8y 4 NY AW
v 9 1t T°0 9°S % 0°s Z°s £y 09 1°s y1-20922
LL 9°¢ ¥°s 8 'Y [t 4 z's 8 € (4 4 vy [ 4 21-20922
vy 6% 99 L'y st 8y 8P 9% % F i 4 11-2092¢2
R 4 v'9 4 €'y S'9 T°s v 'S 9% oY Sy 80-¢05¢2
[} S ¥ T°9 o'y T'S L'S Z°S [ 6% [ 20-Z08z2
8% S°'S 8¢ 1 4 2t S v 5°G 0¥ 8 € E 4 60-T0922
29 vy 6'¥ ) ¥ 6% 9°§ 8y T°¢€ 0°Ss y1-6652¢
£°'8 £ S'9 [ 4 9y 9°'s €9 L'y 2% €°S 60-8652¢
?L 4 Z°9 €9 8 'y 8 'Y T°s 9°v o 4 6t 20-868C2
SL 6°S 8§ ¥'S |34 8 'S v's 8¢t S°9 6°¢t 60-L652T
8'S (44 6°'S £°e (O 4 0°'s S'S Z'¥ 09 [ 24 90-L6622
6°S ¥'s Z°9 [ 4 T's 8 v 09 [V 4 ¥'S Sy Z0-L6S2¢
86 R 4 Z°'8 z°9 €9 v 9 99 [Vl 4 8°'S L9 60-565C2
€S 8°s 9t 8°'S 92 S'9 LS (24 (44 -1 80-865¢CT
2°s 9y L'y ¥y a4 0°S % 9'v Sy ' 90-965Z2
AYA/OA/OW 0 T dO¥D WOY¥d STYWINY

[©] SEONYHD LHOIIM AQOd TNNTIAIANI
T aovd SIVY FTYWEA ANL NI (G00€0S1) INVI¥YA LLOL dS 40 AVSSY TVL¥RE0d

€T 3TEV.L (.

49 of 120



4

wy
—

66 °C

<t

MW NOANINNOO>O0FO
NSO NS GO NN

(]

a1 ST ST
85 ‘¢ 0L 1 L'z
4 8P £°s
St 8L S0
8°Ss [ 4 134
8 v 12 6°9
Z'0- 0% 9%
62 LS vy
02 Ve %
Tz 8L L'y
LE- £'9 SL
€1~ 8°'S €y
Sy L'Z °9
9% ¥ e Z'L
Tt 0% 86
6°¢ s 'S €L
9 F 4 sz
4 L' L'y

r~ o<
Al
woL—
—
oo
. NN
wn .-
o~

DOOLRLTDD A OO N ™M
[ R R A A R R RIE

VPO OOROINL AN N
VOO O 0SNG P SO

)

8¢ -LE LE -9¢€
SETVWEA

ST

[aalR s
.
< .

NHAPORNMINMAO S DD
NN WO F AN S S e

—

[©] SEONVHD LHOIAM ACQOE TYNUIAIANI
(S00€0SL ) LNYI¥YA LL0L dS 40 AYSSY TYLYHENd

SIV¥Y dTYWEL ANL NI

€T Friavl

ST
68 °

&)
0

oM SO MW DO
VANV MING LA N L IA W W0

T

ST
19"

(o]
- S

DONSE AR M A SIN ™I
M0 N BN N DS W o

T

St
44

-~
TAeE G

AW A MNP0~ 0NN
[C R T RV R R R T R PP

T

¥1-20922
21-2092¢
Tt-209Zz
80-209Z2
20-20922
60-1092¢2
y1-66522
60-86S2¢
30-869¢C
60-L6522
90-L6522
20-L6522
60-96522
80-S65Z2
90-5652¢

50 0of 120



[44
(44
[44
(44
(44
(44
(44
(44
(44
(44
44
2%
144
(44
(A4

Adda
A¥Qa
AYQa

HLNA
HLNZ
H1NZ
HLOA
HINA
HLOA
HLOA
HLNA
H1NA
HLO3
HLOA
HILNZ
HLO3
H1NA
HLNE

ST
9101

‘80T

NWAFNNMANODOD~OO W
o
~t

N
‘a’s
NYIW

y1-20382¢2
z1-zosee
I1-2092¢2
80-2092¢
zZ0-2092¢
60-10922
¥1-6652C
60-86SCC
90-8692¢
60-L6S2T
90-L692C
20-L65SCC
60-496522
80-9652C
80-565¢¢

€

2ovd

[9] SADONVHD LHOIAM AQO" TVNJIAIAONI

SLYY dTYWAL 'ANL NI

(G00E0SL ) INYINYA LLOL dS A0 AYSSY TYi¥d€nd

€T F1avlL

51 0f 120



wn
-

ST ST ST ST ST St ST ST
Tt ¥6 "0 96 '0 98 "0

~

.

Bl

el

—
(2]
[l
—
<
—

<
n
o
w
o~
n
@
<
o~
0
<«
0
[
0
o
<+
®
«
W
n

FPOOWVWONAUMNW N ~ O
WIN QU O SON O P

MINE O M0EOO I MO0
O MO INS F F DO @S

HOMEE PN O DD D NP
TR T A T IR PN ]
MOAL IO P NN O YW O
B M 0w G IA G SN W

AL P NWO A M NO N W
R I R RPNV VT R T VNPT

WOOOAOUNO-HOAMOInN
B T R NG e T

M-V MOoONYPOErNNO A
NLO > HOUNRO NN MmN
DD N 10 W W 0 A A W P o
NWFPOMNFANDAT-M MO~ O
R T R RV RV R RV T T VAT
MO NOCOWOWRARAOANT-M M NW
G PO DU S NG F

8L 0 $6°0 LT

€T1-20922
60-z09¢ce
L0-zo9ce
£0-c09¢e
£1-103¢¢
S0-0092¢
Z1-6652¢
Z1-86522
20-8652¢2
10-86522
0T-L652¢2
LO-L6522
S0-~L6SZ2
L0-96522
10-965¢2¢

52 0f 120

e -1t 1€ -0€ 0e -6T 6Z -8 82 -LZ LZ -%¢ 9z -S¢ s¢ -vZ ¥ -f¢ €2 -Z¢ Avd
it
................................................ NS
[©] SEAONYHD IHOIAM AJ08 TINAIAIANI
4 apvd SLYY FTYWEL 'ANL NI (S00€0SL) ILNYINYA LLOL 45 40 AVSSY IVi¥dENd
€T a1g¥l ~ylll



Ay

. N
e
N

w0
e

FOSUN NGO AMY AW o

4
6
L
9
4
[4
[4
€
6
8
S
S
8
4
S

'

ST St ST
59°¢ 62 °C S9°T
% 9°s 9%
0’9 L% 8 'V
Z°'T- 9's L9
Z°s 8¢ 6 't
6'T 6°'C L%
T'T 0°'9 93
6 '€ Z'L 8°S
£°s S'6 T'T
0t 6°L ¥ s
A4 $°'Ss L 4
9 6 '€t 09
S'6 5°'S 6V
£°Ss 10 0%
v°s v L 1
S 'S [ [ 4
£°% 1L 0°s

ST ST ST ST
08t 0% 't %1 €90

['3)

~
o~
<t

o
[
™
['2]
™
n
o
o
™~
\D

FLENRAM AN FE DO M
N0~ 00 A6 A6 11 5 6 D M A W 0

OSSO ANTAHOUNDONM®D D
NN MO0 0SS~ NN

PHAOACOWA M BN O
B0 11 68 0 B B A 16 1 40 W

ANAAATOIODN DO N
AM @IS OW0 TN D MG OO D
HEVOANHONONN®@A N

~

n
-

08’1

3}
™

WO OoOOWOWUHEAHA™WN NN
[ BRI TR v RV VN

N
a’s
NY3W

£€1-20822
60-209¢e
L0-2092Z¢2
€0-209¢¢
€T1-1082¢
s0-0092Z2
Z1-66522
21-86S822
20-86522
10-86S522
0T-L6%2¢
LO-L65TT
S0-L6SZT
L0-56G22
10-86S2¢2

-0% 0% -6t 6£ -8¢€ 8¢ -LE LE -9¢€ 9¢ -Gt SE -%E e

SATYWEL

S

dovd

[©] SIONVHD IHOIEM AJOod TYNQIAIANI

SIVY dTYWEL "ANL NI

(S00€0SL ) INWINYA LLOL dS 40 AYSSY Tvlyddnd
£1 FTAY.L

53 of 120



(44
(A4
(44
(44
(44
Z¥
[44
(44
(A4
(44
(44
(44
144
v
(44

ANa
AYd
Avda
A¥Q

HInd
HLOE
Hind
HLOA
HINA
HINA
HINE
HLOH
HINA
HIOd
HLOA
HLOA
HLNA
HINA
HLNA

<
ST N mu
68 '6 a s —
S °LOT NYAW =)
666 £1-20922 Uﬂ
868 60-20922
£°901 L0-20922
L'96 €0-z09z2
6 P11 £1-10922
9201 $0-00922
90071 ZT-66522
T'00T ZT1-86S2Z
%01 Z0-86S22
v €21 10-86%22
0°'91T 0T-L6522
9°L1T L0-L6G2ZT
6801 S0-L6522
6°L0T L0-S652C
9 €21 10-56522

9

Jovd

{9 ] SEONVYHD LHOIEM AGOY TYNCQIAIGNI

SIVY ATVWHI "ANL NI

(S00E0SL ) LNV INYA LLOL 48 40 AVSSY TVI¥3IEnd

€T IVl



ST ST St ST St ST ST ST ST ST N

96 '1 €11 %1 98 '0 S6 0 68 °0 98 "0 80T LL 0 ST°1 ‘ar's

S'9 09 6P 6V 6% 6'S L'y 8P 9% 8 '€ NY AW

i 4 (O] 09 SE €°S 0°'s Sy 8y 9t L'E 01-209¢C
ST Z°'8 LE 6% 6 'S 0°'s 13 4 T°% L€ 8¢ 90-2092¢
€9 8 S (A 4 6°¢ 0°'s 19 [ 4 8 't (20 4 14 4 §0-209¢¢
A [ 34 08 8% 0°s 8°'s S°S [ 4 vy Ve $1-109¢2¢
€9 €9 £°9 0°'Ss [V 4 69 Sy v'S % 'L T1-1092¢
£°'S 9°9 09 8t 8 ¥ L'y 8y St s 6°T 20-003¢2
g2 39 9°¢ s St T°s LY 1'% Z's 0°¢ €1-665CC
¥ 9 ¥'9 6°¢ V9 % 69 [ 4 (¢ 4 9°'s 6°'¥% T1-8652¢
L9 T'L €°Z S-S 9°¢ 6°S [ 4 (44 [ 4 L€ p1-L6522
SR} 6°S 9% Ea4 0°L 8L 0t £°s 4 62 80-L65¢2¢
z°'8 (24 8°S v's L 2 4 Z2'9 S°S S°'S ¥°'s St €0-L6522
L'S 9% 8% Le 8°s 8°S [ L'y T°9 12 10-L6S22
¥'8 SL eI 4 L'y T°s £°'s 87 €°s V€ 9t ¥1-965¢2¢
S°L 6°S 6% €9 S P 99 £°S ¥'s 0°'S 2 4 0T-96SCC
€01 L9 6°S 6°G L’'S 69 v'9 6L L'V L'y ¥0-56492

[ ] SEDNVHD LHODIEM ACJO8 TYNdIAIANI
L Jovd SIVY FTYWIL 'ANL NI (S00£0SL) INYI¥YA LLOL dS 40 AVSSY TYLYBENd
€T dTaeL {

550f120



8

qovd

ST

'

=i
~
<

[

<«
o~
o
v

s

AANOARNN M AU AN AN D
;

O A FODPVLVOOAMNNWND

NGO ADWE M E DD e

n
—t

ST
S22

o~
[N
. \O
uwr
™
«©
wn

DN OW et VWD O ®
e I VT I NPT

CONMOONTMA©@OLW e NO
NN OO UG GO ®

ST ST ST ST ST
58°1 o0y T 89T 95°T veET

<«
[
™~
"
©
wn
o
[
~
o

MOMHOANACORINMM A0
CNNVVOBWMNNNGMNYS

AOHCM RO NI NN O DN
L RO R R RV s N SV ST

O HOMNDNNMM W AW
NN MWW W N N
R ANV VOVNO N
NN T SO F BN D DN G ™
NN ALSNOOMING WO
MO IS DG S P DA W0 DS

-0 0y -6¢€ 6€ -8t 8 -LE LE -9¢ 9¢€ -S¢t SE -bE be -tg

SHIYWIA

(9] SAONVYHD LHOIEM AJCH TYNTIAIANI

SIVY dTYWdd 'ANLD NI

{S00€0SL ) INVIYVA LLOL dS 4O AVYSSY IY.L¥dENd
€T ATEY.L

n
—

0z -1

v
i

NNOANONNONHO MO A
M SN0 VLN S G W © N

0T1-2092¢
90-209¢¢2
50-2032¢
y1-1092¢2
11-10922
20-003%¢2¢
£1-66522
T1-86S822
v1-46522
80-L65¢CC
€0-L6SZT
10-L68C2
b1-56822
0T-5662¢
v0-66522

56 of 120



[44
(44
(44
(44
(44
[44
(44
144
(44
v
(44
Z¥
[44
[44
(44

AYQ
AYQ
AYQ
ANa
AYd
ANd
Avd
AYa
A¥a
AYd
Avda
AYa
AYQa
A¥d
AYQd

HINE
HINH
HINA
HINA
HLOA
HINZ
HINY
HINA
HINA
H103
HINZG
HLOE
HLOE
HLOF
HIa3

‘TO0T
‘€01
‘01T
60T
EAAY
ETT
‘T0T
‘901
'S0T
LOT
LOT
'¢6

FONOALIINANDO OO LN

2811
9811

N
‘a’s
NYHW

0t1-20922
90-209¢2¢
s0-T0vZe
y1-1082¢
1T-109%9¢2¢
z0-0092¢
€T-665C2
1T1-865E2
¥1-L6822
BO-L6SCZ
€0-L6522
10-L662¢
PT-5652¢
0T-5652C
¥0-56522

6

3ovd

(D] SHONVHD LHOIEM AdOd TVAAIAIANI

SI¥Y JATYWIA ‘AQL NI

(S00£0SL ) INYIMVYA LLOL 45 J0 AVSSY TW.L¥EdNd

£T dTEY.L

57 of 120



ST ST a1 ST ST ST St St ST ST N

181 L0°T ¥0°C L8 1 SL 0 0L 0 LL0 L8 0 [4 34 £9°2 a’s

8°g 09 [ ¥y [ 4 LS F N 4 L' ¥'s T°¢C N3l

[ 4 ¥Ss 9% 9% 09 L'S ¥y 1°s S’y 90 v0-2092¢2
2t 6'9 0°Ss 6°2 T°'s €L 'y ve 6°¢€ LT 10-20%2¢
0% ¥'sS 8 'S £e 6 '€ 9°s v's €9 L'E [ 80-10%82Z2
6P 89 6°S 6°¢ 6°S 8 'y 9°'C [ 4 £°6 €2~ 60-00922
8 ¥ £°L Sy 9y 9°s 8§ ve 9°¢€ v'e vz~ r0-66522
1'% 89 S’y [V 4 LS LS ¥y 8¢ Z 0T 2°Z- 10-66922
€6 S’9 Z°'9 0°s v 'S €9 0°s 09 Sy % 01-86522
T°'s s'9 §°§ £ 2 8¢ L'Ss S % LY €°g 0°s ¥0-86522
'L S°s 9% Sy N 4 [ 4 0¥ 4 [ [ £T-L65TT
8 ‘¥ €9 L6 9'T 9% €9 6°€t v's £°E 1°¢ ZT-L6622
€9 Tt €0~ Z°'01 vy 6°S 0°'¢ [ 4 £°G s'C 11-L6522
Z°s 39 % £'Ss 0°s 8 'S €t L'y 9y 8¢ v0-L6SC2
16 Z°'9 6 'S L'v (eI 4 T°'9 8% 9% ¥°s 4 £€1-96622
0'8 6°S LS €'y [+ 4 €S 'y L ") 9P 8°S 50-565¢2¢C
9°'g 4 S 'S 0% 8 'y ) L'y 9t 0°S 12 £0-96522

Ze -1¢ 1€ -0¢€ 0€ -62 62 -8Z 8z -LT LZ -92 92 -S¢ sz -vZ vZ -tZ €2 -7 A¥d

58 of 120

SHTVHIL
»»»»»»»»»»»»»»»» S _

[9] SAONVHD IHOIEM ACQ0d8 TYNAIAIANI
0T  aovd SIVH ITYWEd °ANL NI (S00£0SL) INVINVA LL0L dS JO AYSSY TYL¥dENd .
£1 FTEYL



ST ST ST ST ST St ST ST ST ST N

S8 °¢ sz e €61 99 '1 911 £L°T 61 iv ¢ (42N S0°1T ‘a’s

L°g 9t 9L €°S 89 €9 §5°9 z°9 €9 '3 N7 AW

oL Z2'Z- 8L 9L v 9 £°g T°6 £°8 6°S S'L y0-209¢Cc
Ve LT Ll 0'Ss €S 9L €2 s'ZT 9°¢ 0% 10-209¢¢
LS 't 0L 9y LS [ 4 LS 2's 8¢t 89 80-T0SCZ
6°8 {34 bl 8% vy S'6 €9 g8 9 v 'S 60-0092¢
ST 1°'86 €9 S°s S°'S 89 8y 1°L 9°S 09 v0-66522
S 'S % 6 ¢ 8L €9 99 £°9 69 S°'9 €9 T0-66522
Ve 1°s €L L'y ¥'9 09 LS [ 4 LL 6°S 01-86522
24 €9 LL [4] 6°'S v's 6L 8z T°9 C°4 ¥0-864C2
9°¢ 99 0L vy ZL 8L 6'¢ 2°s LL % €T-16522
v 0- 9°¢ 6'TT vy S'9 S'9 9L L'y 9L 0L 21-L6S22
Sy 1 9°s 9L 9t vy 6°S 4 6°9 0V T1-L6SCT
L°Q 6t LL 9% S'9 1L 8¢t £°'9 L's 8§ v0-L6522
0°g L4 it [+ S'€E 08 0°s 0°s [} 89 €1-56922
80 [ 4 %8 8’9 v 9 6°9 2 0’8 09 T'9 S0-5692¢
[ (4 vl 2t 2L 92 1°s [ 4 L'9 6°9 £€0-G652¢C

vy -1v % -0¥% 0y -6t 6€ -8¢€ 8¢ -LE LE -9¢ 9¢ -8t SE€ -bE be -tg £€ -CE AVQ
SATVWAEL

[D] SEONWYHD LHOIHEM AJO9 TYNJIAIGNT
It Jovd SIVY ATYWHA ‘AQL NI (S500€0SL) INYI¥VYA LLOL dS 40 AVYSSY TYI¥IENd -
€T dTdV.l

59 0f 120



gooz/tz/v0 N

£00Z/12/%0

60 "PAMELLJ <o

ST N mu

18°9 a-s o

¥ p0T NYIW =)

o

Zv AYd HL0E@ £ 80T $0-20922 \O
Zv AYQ HINE T °'66 10-Z092Z
zv AYQ HINA S °96 80-1092Z
Z¥ A¥A HLNE 8 °'TTT 60-00922
Z¥ A¥Qd HINE 8 00T ¥0-66522
Zv A¥Q HINE € °90T T0-66S2T
Zv AVA HLOE L °€TT 01-86522
Zzv A¥Q HIA® 0 °80T ¥0-86522
Z% AVd HINA S ‘20T €1-.6522
Tv AV HLOE ¥ ‘80T ZI-L6SZT
Zv AVd HLNA T°€6 T1-L6G2T
Zv AVQ HINA S 66 v0-L6522
v AYA HINA L TTT €1-5652¢T
Zv A¥Qd HINE 2 '0TT S0-56S2C
v AYQ HINE S 'v6 £0-56522

[©] SEONYHD IHDIEM AQOH TYAQIAIGNT
z1  3ovd SIVY ETYWZd 'ANC NI (SO0€0SL) INVINVA LLOL dS 40 AVSSY TYI¥EENd
€1 d78YL _—




AVQ TYIVYNLSOd =UNd
FSNOJSEE FAILISOd = X 'ASNOASIY HALLVOEAN = N

................................................................................................................................... =
st ST N mu
¥6 0T 2 ‘a’s —
1°2Z0T 9 ve N EW o

—
A N N N N N N N N z 90T S€ $1-2092Z \O
XA N N N N N N N 9°€6 PE z1-z09ze
A N N N N N N N S 06 vE 11-z0922
A N N N N N N N N N 0°'50T 9€ 80-2092¢2
X N N N N N N N KN ¥ b6 SE z0-20922
X N N N N N N 1°16 €€ 60-10922
A N N N N N N N N N N ¥ 901 LE v1-66522
X N N N N N N N N N z 2zl 9€ 60-86522
A N N N N N N N N N KN 0811 LE 90-86522
A N N N v 98 o€ 60-L652Z
X N N N N N N N N N N L91T LE 90-L6G2C
X N N N N N N N 8°S0T 13 Z0-L652Z
A N N N £°16 (o 60-56522
XA N N N N N KN 856 £€ 80-5652¢2
A N N N N N N N N N N N L°0Ct 8E 90-56522

8¢ LE 9¢ St ¥t £g€ ¢ T& OE 6C 8T LT SHYYED ASNOdSHEY TIW INY
<===(Nd LHO IAM 40 A¥d

SATYWEL XIS AYA/ON/OW © 1dNoyo
— -
ADNELYd TYNIOVA - SYBLIWYIVA TYINAWJOTIAHA TYWINY TYNAIAIANI

T 3ovd SI¥¥ ATYWEA ‘ANL NI (SC00E0SL) INYINVYA L40L d5 A0 AYSSY TYL¥Fa0nd u
P1 JTIEVL ——




ASNO4S3Y FAILISOd =

S N N N N N N N N N N

A N N N N N N N N N

A N N N N N N N N N N

A N N N N N

A N N N N N N N N N N

A N N N N N

A N N N N N N N N N

X N N N N N N N N N N

X N N N N N N N N

A N N N N

X N N N N N N N N N N N
A N

X N N N N N N N N N N

X N N N N N N

A N N N N N N N N

8¢ Lf 9€ SE€ ¥E €¢£ zZE I¢ 0€ 6T 8T LT
<===(Nd

SATYWIL

ADNALVE TYNIDVA - SHIALAWVIYd T¢INIWAOTIAIA TYWINY TYAQIAIANI
[4 qovd SIVY ATVWAL AL NI (S00E0SL ) INYI¥NYA LLO0L 45 40 AYSSY TYLYZENd
Y1 d1dVd

AYQ TYIYNLSOd =aNd
X ‘dSNO4S3Y FAILYDAN = N

<

ST ST N mm

98 ‘81 68 °'C ‘a’s o~

6501 Lve NYIW =)

]

9°L0T LE £1-2092Z O
9°86 9€ 60-20922
0°91T LE L0-20922
¥ LL ze £0-20922
9°§€T LE £€1-10922
T°6L Ze S0-0092¢2
St6 13 Z1-66522
€911 LE Z1-86522
0°2ZT st Z0-8652¢C
1'%6 1€ 10-86622
S TET 8t 0T-L6522
0'LL 8z L0-L6522
2811 LE S0-L652T
0°90T €€ L0-56522
z'91lt 13 10-56522
SWY¥D  HSNOASHY  TYWINY

IHOIAM 40 AVA
XdS  AYA/OM/OW 06T  dNo¥9
™

J



¥8 1
PLL

089
9L
‘66
‘66
‘L
'Ss
‘09
‘E6
‘59
LL
‘69

ANFOA~ORWVOOMN P F N

A¥d "TYLYNLSOd =0aNd
HSNOdSHEY FAALLISOd = X ‘ASNO4SEY HAIIVOEAN = N

L0 2
0°'0¢

o€
1€
S€
[
82z
6¢
62
(43
X4
62
8z
¢
6z
(43
8¢

NY3W

0t-209¢2¢
90-2092¢
s0-zo09ze
¥1-1092C
11-10922
¢0-0092¢
€1-6652¢
TT-86%2C
b1-L6522
80-L65TT
£0-L652C
T10-L6522
$1-S6522
01-96S¢CZ
y0-5652¢2

dSNOdsay

40 AvQ

YW INY

€

Fpvd

A N N N

A N N N N

A N N N N N N N N
X N N N N N N

A N

A N N

A N N

X N N N N N

X N

A N N

X N

A N N N N

A N N

X N N N

A N

8¢ L€ 9¢ St PpE€ €€ <t Tt O0E€ 62 8T LT
<===0Nd

SEATNWAA

AONALYd TUNIOVA - SYALIWYIVd TYLNIWdOTIAAA TYWINY TVAQIAIANI
SIvd ATIWEA ANL NI (SO00E0SL) INVINYA LLOL dS JO0 AVYSSY TVLiddnd
$1 374V L

Xds AYA/ON/OW 00§

r

—

*dno¥n
(J

\

63 0of 120



£00e/12/%0 ¥

£002/12/%0
€0 "1AgdLLd
AYQ TYLYNILSOd =0Nd
ASNOdSEY FAILLISOd = A ‘HSNOASEY HAILLVOAN = N
ST ST N

£6 'L Se "0 ‘a-s

1°'v3 6°LT NY 3N
A N £€°69 8z v0-20922
A N Z°'59 8¢ 10-2o9ce
X N T'EL 8¢ 80-1092¢
X N 00§ 8¢ 60-0092¢2
S N SIS 8¢ $0-665Z2
X N 8 'SS 8¢ 10-66G2¢
A N L 8¢ 01-86522
A € 'S99 LZ y0-865¢22
A N 9 LS :34 £€T-L6SET
A S 19 Lz ZT-L6522
A N 919 8z I1-L652¢
A N v 'es 8z y0-L6G22
A N Z°TL 82 £€1-96822
X N S 'sL 8z G0-5652Z2
pS N 968 8z £0-5652¢
8¢ Lf€ 9%E S£ vE£ g Zg¢ 1€ O0f 6% 8Z LT SWY D ISNOJS3Y TN INY

===0Nd LHO IEM 40 Avd

SATYWAL ‘X3S AVA/OA/OW 000T  :dNO¥D

ﬁl\l R

ADNIIVNd TYNIDVA - SHILIWYIVA TYINIWNJOTAAIA TYWINY TYNdIAIANI
4 dovd SIVY ATYWES AL NI (S00€£0SL) INWIVYA L40fL dS 40 AYSSY TYL¥3HNd

YT ATEVL | S

64 of 120



SNYLSIOYd = d 'SOULSHLIW =

W

QEYIING ION = N

TTOXD SNCULSH 40 HIONAT ANIWYALIA OL ITEYNN = ¥

‘SNYLSAIA = d ‘SN¥LSE = d :HJOD FOVLS SNOULSH

© 9

N ¥1-209¢22
N Z21-zosez
N I1-zZo9ze
N 80-2092¢
N 20-z09zZ¢
N 60-1089¢2¢
N P1-6652¢
N 60-86522
N 90-86SZC
N 60-L6522
N 90-L652¢
N 20-L652C
N 60-56522
N 80-5652¢
N 90-56522

{(SA¥Q ) JIDAD
SAOYLSE A0
HLONAT NVY3EW
TYAAIATANT

T

YIVd ATDAD SNOYLSA TYAGIAIANI

SIY¥Y dTYWHEL “ANL NI

(S00€0SL ) LNYIMYA LLOL dS 40
S1 319Vl

T06 8L 9SSV E2Z 1T AYQ YATWAN
T

TVLydadnd R |

65 of 120




J3JILNT ION = N
AI0RD SO0YLSH 4O HIONAT ANIWYILIG OL ITEYNN = ¥
SNYLSECYd = d ’SNULSALIN = W 'SAMISHIA = d ‘SA¥LSE = I :EA0D FOYLS SNOULSE

N €1-2092¢
N 60-2092¢
N Lo-g03ze
N €0-2092¢
N €1-10922
N S0-00922
N 21-6652¢C
N Z21-8652Z¢
N
N
N
N
N
N
N

66 0of 120

20-86SZ¢
10-86S¢22
0T-L6S2C
L0-L6SCT
S0-L6STC
L0-56522
T0-S65822

wn

(SAYQ ) dIJAD
sno¥Lsd 40
HIONIAT NYIW

TYNGIAIANI ¢
U S i Kﬂl/

YIVA HIDAD SNOULSE TVAQIAIANI |\\;

Z apvd SIVY ATYWAL 'ANL NI (S00E0SL) INVIVVA LLOL dS 40 AYSSY TYLAHHNd

ST FIEVL .




SAULSAOYd = d ‘SANISHLEN = W

J3YAINT LON = N
FATDOAD SNOULSHT 4O HIODNHT ANIWYALIC OL 3T9YNn = ¥

‘SNULSHIA = d ‘SNYLSHE = F EJOD FDVLS SNOULSHE

mwn e

o

0T-20322
90-209¢2
S0-2092¢
y1-109¢2¢
TI1-10922
20-0092¢2
€1-665CC
T1-8652C¢C
PT-L65C2
80-L6522
€0-4L65TT
T0-L682¢2
¥1-56522
0T-56S522
v0-56522

(SA¥A ) d71DAD
SnNOULSE 40
HLONAT NY3W
TEAAIAIAONT

€

aovd

YIVA JTDAD SNOYLSH TYAQIATIANI

SIVY HTYWEA 'ANL NI

(S00€£0SL ) INVINVA LLOL dS dO
ST A749YL

TN LY3gnd

67 of 120



£002/22/50 ™
£002/12/%0
90 'GADA0d
JI¥Y3ILNE LON = N
HTDAD SAOMLSE A0 HIONIT ANIWNHELIA OL FTEYNd = ¥
SNYLSEOYE = 4 ’SN¥ISALAWN = W ‘SAMLSAIA = d ‘SQELSE = & 3A0D 3OVYLS SNO¥LSH

N ¥0-z09ee
N T0-20922
N 80-T092Z2
N 60-00922
N y0-66522
N 10-6652C
N 01-8652¢2
a v0-86522
N £€1~L6522
a 21-L6522
N T1-L652C
N Y0-L6SCT
N £€1-96622
N S0-56S¢2¢
N £0-5652¢

(SAYQ ) JTIAD
SA0YLSH 40

HIONET NVEW
TYAQIAIANT AVQ/OM/OW 000T ¥ 4NO¥D WOHd mmgmsj

YIVa AIOAD SNOULSH TYNAIAIANI
% dovd SLVY TYWEd 'ANL NI (S00£0SL) LNVINYA LLOL dS J0 AVSSY TYINEENd
ST ATEYL — -

68 of 120



coocoococooo0o0Odo0

™M 4 0
Wm0
MmN
[ejeNeNo el

T HNNO
N @ <
MmO <M
QoOooo

™ [is]

w0 —

™ [a¢]

1) o
00000000 Cd00Tdaa

S1 ST

1521070 €82
96L0°0 699
£ELO O 9¢€ "9
EE€LO D (4]
£890 0 09 'S
PLLO 'O 68 'S
S%80°0 809
0880 "0 SE’'S
80L0 0 €09
L6LO O bL9
¥oL0 0 ST 9
pETIT "0 80 '8
6590 0 ¥1°'6
0,80 °0 06 'L
L2600 6T°6
LELO 'O 109
%50 °0 8% ‘9
SAIAVAQ 3A

ST ST

‘T T€890 0 LEESO 0
10%0 0 ¥9LZ 0
STL0 0 99LE 0
8120 0 901€ "0
96T0 "0 Z0€Z 0
S920°0 9%2C "0
S¥20°0 L6LT 0
0T82 "0 1Z8€ 0
€100 €0€C 0
68T0 0 1661 °0
SET0 0 €822 °0
¥610 0 890¢ 0
8L10°0 8S%Z ‘0
22200 1ZLZ 0
YTE0 0 69vE 0
ST00°0 T6LT "0
16100 £FEE "0

I aInia ‘1014
TYNTWOT SNYALN

St

BLLIT 'O

991¢ "0

(4244
bzZee
86%2
1162
Zv0¢€
TE9S
LEVZ
0812
8ive
(4142
9€9¢
Evec
£8LE
9081
PESE "

o NN o e R R o

LHD I3M

AYQ/OM/OW 0O :dNoY¥n ATYWEL

T

aov¥d

[©] SIHDIEM AUO8 TYNIJL ANV SIHODIEM NVDJYO TYAGIAIANI

SIVY ATYWEL 'A0L NI

(S00EQ0SL ) INVYINVA LLOL 4S5 A0 AVSSY TV.LAHENd
91T dlavd

AQOE TYNIL = MEd O
a
st N e
ST as o
‘9€T NYEN e
O
Zv 1 ¥1-20922
€ET zZ1-20922
Y21 11-20922
62T 80-2092¢
Lzt Z0-2092E
‘12T 60-1092¢2
‘92T P1-66SZ¢C
$ 220 60-86522
TET 90-8652¢2
08T 60-L6522
'BET 90-LE6SZT
‘8% 1T Z0-L6522
€91 60-56522
‘0ET 80-56522
‘BET 90-56522
(o )mg TYW INY
N



Z

dovd

WO MNP
NN~
oMt
[=HeleNe]

o~
— ot
<+ ™M
o0

~ ~

<+ un

m m

I o
CC0000000C000BGaa

ST ST ST ST
9¢¥T0 "0 [A-RN LESED 'O G€890 0
98L0°0 Lz L 01200 L6ST 0
6290 0 0z 'S 6610 °0 zz0T 0
9%20 0 06 'S 6910 °0 T0LT°0
8L60°0 0g "9 S220°0 €862 0
S290 0 92 'S L8810 "0 SS1IT 0
S680 0 20 'L ELET 'O 659¢ 0
OLLO 'O 8L'9 €6T0 0 2182 0
62800 09 'S LZZ0°0 (424 2]
€0380 0 8% "9 LY0Z "0 €E0E "0
9860 0 Z1°89 8610 '0 zZe6T "0
Y060 0 098 ZLTI0 0 (AR ANI]
ZvL0 0 6T °8 $020 °C 6661 0
6001 "0 12 '8 0020 "0 LZ9Z °0
29300 008 oLbe "0 £2LE°0
1830 °C it'8 ST00 0 0991 0
ZE€80 0 €€ 6 0LZ0 0 20te ‘o
S TYYAC YHAIT aind "LOId
TYNIWNT SNYALN

AYA/DOM/OW 05T :dQO¥D FTYWIL

(9] SIHOIAM ACQOE TYNIJ ANV SIEDIAM NVDHO TWAJIAIAGNI

SIVY dTYWIL ‘ANl NI

(S00€0SL ) LNVI¥VA LL0L d§ 40 AVSSY TVLdHENd
9T dTavL

LHOIAM AQOd TYNIJd = MEd mw
—
ST et ot L
£106T 0 €%T as o
L0ZE "0 ‘SPT NYEH o
7
1222’0 FET £€1-2092¢2
0L8T '0 ‘LeT 60-z092¢
80Z€ "0 IPT L0-20922
[4 2 XA] ‘€21 €0-20922
ZE0S "0 ‘851 €T-10922
S00€ ‘0 TeT 50-00922C
69%€ "0 AN 21-66522
0805 "0 ‘6ET z1-86522
0€TIT "0 ‘PST Z0-86S2C
$8%2 0 €91 10-86522
€022 "0 ‘ST 0T-L6522
Lz8z "0 €91 LO-LESTT
E6TL "0 ‘9% 1 S0-L6SCT
SLIT 0 §ST L0-56522
TLEE 'O 291 10-56S¢2
1AM (O M4 TIWINY
SNYALN



ST ST ST ST ST ST ST
09100 0 P1S00°0 T0%¥1I0 0 ¥o92 '1 SO%ET "0 82880 0 QZe81 ‘0
¥800 0 L9EDO 0 L9L0 0 Lo '8 ¥Z80 0 8¥62Z '0 ZLLE QO
2600 °0 BZE€0 0 8650 "0 €89 901¥% "0 S89¢€ "0 T6LL 70
$800 0 I%€0 0 Z20L0°0 L6 °9 0LTO 0 G212 0 s62Z °0
1300 °0 ZEED 0 %0390 0 €59 9980 "0 £S82 "0 6TLE "0
$800°0 S0%0 0 $9280 0 9z '8 6LV0 0 ZLSE O 150% °0
1800 0 £S%0 0 $580 0 62 '8 LLTO O 8LTIT 0 SSET 0
£600°0 Zve0 0 L€80°0 ST L 91500 819% "0 PETS 0
L9000 6620 0 €190 °0 Lo L SLTO "0 96LT "0 TL6T 0
L6000 98%0 "0 6280 0 1’8 T0Z0 °0 0162 0 ITIE€ "0
L6000 98%0 0 6280 0 [} Z810 0 0162 '0 T11E "¢
0600 °0 ZLEQ O 8001 "0 Z6 "L 18100 81s€ "0 669¢€ 0
8L00°0 SEE0 0 8290 0 S8 '8 08100 LZTT 0 LOEZ "0
SL00°0 8EE0 0 8LLO "0 ST L 6%90°'0 099¢€ "0 60€E% "0
S800 0 86€0 0 0zZL0 0 £% '8 Z290% "0 vLE "0 €08L 0
€800 °'0 98¢0 0 €660 °0 60 0T 9€Z20 0 26£€ 0 (452 3]
LZTI0 0 69€0 0 9160 0 0¢ '1IT 08100 Z¥s2 0 czLe o
AYYLI SANYTO SHIYYAO YIAATT aimTa “LOTd LAM
nLId TYNAAAY TN TANT SNYALN SOYELN
AYQ/ONM/OKW 00S :dNO¥D dATYW3L

(] SIHOIEM ACOg TUNIS ANV SIHOIEM NYDH0 TYNAIAIANI

£ ao¥d SI¥Y ITYWIA 'ANC NI (SO0E0SL ) INVI¥WA LLOL 4S5 JO AUSSY TVI¥EENd

91 FTEWL

LHOIEM AJOH TYNId = MHEdA

ST N
801 ‘a’s
243 NV IR
TEET 01-2092¢
9ET 90-2092¢
YT s0-20922

‘ISt ¥1-10922
$OT T1-1092C

RS AN z20-0092¢2
‘TET €1-66522
Lyt TI1-86922
R34S v1-L6522
‘081 80-L6S22
‘LYt €0-L6SZT
0ET 10-L652¢
A AN b1-56522
‘681 0T-96822
‘POt ¥0-5652¢

71 0f 120



£€002/12/%0 A

£002/12/%0
Z1 ‘PAMEIOd

IHOIZM X008 TUNIL = MEd ©
ST st st ST ST ST 51T ST N
LOTO00 "0 S6900 0 98510 "0 590 T 60550 "0 8€180 '0 $T61T 0 v 6 a's o
5L00 "0 9LE0 "0 $L90 0 62 '8 9€%0 0 Y6€C 0 0£8Z "0 4% NYER oy

&~
0010 "0 %650 0 £6L0°0 6L L 8210 0 €802 0 1122 °0 LET $0-20922
9L00 0 81%0 "0 92L0°0 SL L %10 °0 9281 "0 L9610 6ET 10-20922
£L00°0 96€0 '0 Z950 0 Sz 'L LIST 0 SZ0€ ‘0 Z59% 0 ZH1 80-10922
L5000 2820 0 £090 0 9t 'L 08L0 'O LO¥Z "0 L8TE 0 ‘LET 60-00922
1900 0 6¥€0 "0 €0¥0 0 z9'9 0¥10 '0 88L0 "0 8260 '0 ‘Lzt ¥0-66522
£800 0 YHE0 0 6L90°0 Zv '8 0%81 "0 S6¥E "0 SEES 0 ‘SET 10-66522
8800 0 €150 0 LS60 0 88 '8 S%20°0 Ly9Z 0 2682 ‘0 ‘LST 01-86522
9900 0 85€0 "0 9090 0 €5 '8 €510 °0 0062 "0 £60€ '0 081 $0-86522
0900 0 0Z£0 0 L9%0 0 86 'L 9970 0 9z£1 0 Z6¥1 0 ‘LET €1-L6522
7800 '0 BHEO ‘0 18L0 0 95 ‘6 05100 9622 0 9%%2Z '0 ‘8% T ZT-L657T
ZL00 0 00€0 0 8690 0 €2 L LTZ0 0 6¥¥2 0 9997 0 62T TT-L6522
8L00 0 PEEO ‘0 5050 ‘0 €9 '8 €810 0 €561 °0 9€TZ "0 “LET $0-L652T |
Z800 0 L9%0 0 $180 0 Z1 01 ZHED "0 L98E "0 602% "0 ST £1-5652¢ |
Z800 0 TEEO 0 05L0 0 €2 '0T L9700 08LT "0 LY6T 0 ‘951 50-56522 ,
£400 0 S8£0 °0 19L0°0 €6 'L 0820 0 £90€ "0 £EVEE "0 ‘6ET £0-56522
ANYLI SANYID 53 I9YA0 qIATT amid Lol Lam (®)MEd  TYWINY
nLId TYNINAY TIN TAN'T sn¥aLn sNY¥EIN
AYA/ON/OW 000T :dAO¥D HIYWAL —

{5 ] SIHOIEM AJOd TYNIJ ANV SIHOIAM NYDAO TYAQIAIAGNI
4 dovd SIVY ATYWI4 ‘ANL NI (SOOEO0SL ) INVINVA LLO0L dS 40 AVYSSVY TVLI¥ddNd
91 FTE¥d




IHOTEM X008 TNIA = MEd O
ST ST ST ST ST ST ST N
8000 '0 $500°0 Z800 0 9149 '0 ELV0 0 1460 °0 s TT as o
900 0 920 0 6500 z88 % £0Z 0 v€Z 0 "9€T NYAR  omy |
o |
S00°0 5200 2500 6LY ¥ $92 '0 91 "0 43¢ v1-20922 |
900 0 $20 0 §50°0 526 '€ $€2 0 052 0 ‘EET 21-20922 7
900 "0 %20 0 $50 0 915 % 98T '0 10Z 0 HET 11-2092%
L00'0 6200 0900 995 ‘¥ HLT 0 S6T 0 621 80-20922
500 0 €€0°0 L90°0 L8BL Y 02z 0 0%Z ‘0 ‘Lzt z0-20922
S00°0 9€0 0 £L0°0 TZ% 'Y 9TE "0 8%5 ‘0 121 60-10922
9000 820 "0 9500 98L ‘% €8T 0 €610 "9z 1 $1-66522 |
9000 zz0 0 S50 °0 189 '% 8ET 0 1510 BHT 60-8652¢
L00 "0 5200 8500 TLLp $LT 0 $81 0 TET 90-8652%
L00 "0 0€0 "0 9.0 0 LBE 'S S0Z 0 LTZ 0 ‘05T 60-L6S7T
900 0 020 "0 8%0 0 £29°9 8L1°0 16170 "BET 90-L652¢
900 0 zz0 0 6500 8EE 'S v8T 0 6610 ‘8% T Z0-L65TT
$00°0 zz0'0 LS00 8€9 'S €12 °0 ZEZ 0 €91 60-5652T
S00 0 $20°0 190 "0 €29 ' 8ET 'O 6510 ‘0€T 80-56522
5000 5200 900 969 ‘% Z%z 0 95z "0 "BET 90-5652¢
AWVLI SANVIO SETAVAO FEATT ‘1078 - Lam (®)MEd  TUWINY
nLid TINTIAY SA¥ALA sngaLn
AYA/ON/OW 0 :dNo¥d ATYWAd — -

o 001/9] 'S1M AQOd TYNIZ OL HAIIVTIEA 'SIM NYO¥O TYNAIAIANIT
T 4ov¥d SINY FTYWId ‘ANL NI (SO00€0SL) INVINVA LLO0L d4S 40 AYSSY TYI¥AdNd v

LT AUEL r\_




LHOIEM AdOE TYNIL = Mad =t
51T ST ST ST ST ST ST N ﬂ
8000 "0 v200 '0 £800 0 ELEV 'O 88%0 "0 €E0T 0 € %1 a's o
900 '0 $20°0 ¥50°0 166 ‘¥ 0810 zzz '0 ST NYIH o
~
$00 '0 €200 L¥0 0 LZ9 % 1ST°0 9910 BET £1-20922
900 '0 £20°0 150 °0 9%9 % $ET 0 LPT 0 ‘Let 60-20922
300 "0 6200 6900 89% ¥ z12 0 822 '0 TP L0-20922
S00 0 9200 150 '0 9LZ ‘¥ SLT 0 06T 0 €21 £0-20922
$00°0 920 0 LS00 %y b ZET 0 8T€ "0 ‘gs1 £1-10922
800 "0 0£0 "0 650 °0 9LT S STz °0 6220 1T 50-00922
500 "0 920 '0 5900 LET 'S $52 0 €Lz 0 Lzt zZ1-66522
900 0 9200 €900 Z99 % 8120 $9€ 0 "6€T z1-86522
5000 1200 $90°0 £LZ°S 52T 0 8£T1 0 ‘$ST z20-86522
9000 5200 5500 9LZ 'S Zv¥T 0 Z2sT 0 ‘€91 10-86522
500 '0 £20°0 8%0 "0 81€ 'S 0£T 0 £¥I 0 '$GT 0T-L6522
$00 0 5200 Z90 0 LED 'S 9T 0 £LT "0 €91 L0-L652Z
900 "0 £20°0 $%0°0 6LY 'S gsz "0 £6% '0 9T 50-L6522
5000 £20°0 ¥50 0 Z€T S L0T "0 80T "0 ‘SST L0-56522
900 0 $Z0 0 150°0 65L°S 16T °0 802 ‘0 'Z9T 10-56522 |
A¥YLI SANYID SETMYAO YAATT ‘Lo1d - 1aM (5 ME4  TYWINY |
nLId TYNTYAY SNNALN sSnYELO |

A¥A/ON/OW 0ST dNO¥D FTYWAL

[0 00ti/2]) 'SIM AQOd TYNI4 OL FALLVTEY 'SIM NYDHO "IWACIAIANI
4 aovd SLYY FTYWIL ‘AL NI {S00€0SL) INVIMVA LLO0L 45 40 AVSSY TV.IY¥HENd
LT 3T9YL




LHOIEM ACQO8 TYNIA = Mad m
5T ST 51 ST 51 s1 ST N ﬂ
1100 °0 82000 8L00 0 11960 0590 '0 LEET O 801 a's o
900 0 5200 2500 €15 'S v0Z "0 z9z ‘0 ‘9%1 NYAR
~
L00 0 5200 S$%0°0 SeT 'S LLT "0 985 ‘0 ‘EE€T 0T1-20922
900 0 SZ0°0 2500 szZT 'S 95T ‘0 6910 ‘9€T 90-2092Z¢
$00 "0 €20°0 Zv0 0 SES Y 861 '0 8SZ ‘0 PP 50-20922
900 0 LZ0'0 LS00 0LY "G LEZ 'O 892 "0 18T $1-109¢22C
S00°0 8200 Z50°0 5§50 °S EET 0 P10 P91 TT-T0922
L00 0 200 6500 ZPT1°S 82€ '0 ¥9€ 0 THT z0-00922
S00°0 £€20°0 L%0 0 L6E 'S LET O 0ST ‘0 ‘TET £1-66522
LDO 0 £€0°0 950 '0 ¥26 'S 86T °0 21z 0 YT 11-8652¢2
¥00 0 200 %00 L09 'S $0T°0 9TIT "0 SHT P1-L652C
900 °0 520 °0 L300 082 'S 5¢2°0 L¥Z 0 08T 80-L6SZT
5000 €200 €700 0Z0 °9 SPT0 LST'0 LhI £0-L6522
9000 920 "0 090 ‘0 00§ 'S zZ8Z ‘0 T€€ 0 0ET 10-L6622
9000 L20'0 650 0 SEL'S 520 TES 'O LyT ¥1-56522
000 $20 "0 090°0 9vE "9 $12°0 822 ‘0 ‘68T 0T-56522
800 0 €200 950 °0 6289 SST 0 9910 ‘491 ¥0-56G22
ANMYLI SANYID SHIYVAO dHA LT 10718 - LAM (O )Mdd  TYWINY
nLId TYNFNAY SN¥ALN SN¥ALN
AYA/OM/OW 006 dNO¥D FTYWHI \‘\n\
O 00T/9) 'SIM AQ0"€ IYNI4 OL FATIVIZY 'SILM NVYOHO TYNAIAIANI
€ Io¥d SIVY FTYWIS ANC NI (SO00€0SL) INVINVA LLOL dS 4O A¥SSY TYL¥dAdNd ‘

LT 3TEY.L —




£00Z/0T/90 ™

£002/12/%0
2T PAMEAOd

IHOTAM XQO€ TUNI4 = Mad S
ST 51 st ST ST ST S1 N
8000 '0 1%00 '0 £800°0 ZS6% 0 $550°0 z580 0 v°6 a's o
$00°0 9200 L¥0 0 T18°S 89T "0 66T 0 A2 NYEW  \p

o~
L00 0 ¥€0 0 75070 662 S Z¥T 0 0ST "0 LT v0-20922
5000 0€0 "0 2500 9L5 'S TET 0 ZYT 0 6ET 10-20922
5000 820 0 0%0 "0 901 'S €120 LZE D Zrt 80-10922
500 0 1200 v%0 0 ZLE 'S 9LT 0 €€2 0 LET 60-00922
50070 LZ0 0 ZEO "0 €17 'S Z90°0 €L0°0 Let $0-66522
9000 5200 0500 LEZ 9 652 0 S6£°0 "SET 10-66522
5000 £€0°0 1900 959 °g 6910 ¥81 0 LST 0T-86522
v00°0 %200 0%0 "0 L89S £61°0 €020 05T $0-8652¢
%00 0 £20°0 VEO D 528 'S L60 0 60T°0 "LET £1-L6522
900 0 $20 0 £50°0 65% 9 SST'0 S9T°0 8% 1 ZT-L652T
9000 £20 0 %50 '0 5095 06T '0 L0Z 0 621 11-L6522
900 "0 $20°0 LEO 0 662 9 €910 9810 LET $0-L652C
5000 0£0 0 £50°0 LS 9 1520 €LT "0 $ST £1-56522
50070 1200 8v0 "0 855 9 $IT 0 $ZT'0 961 S0-56522
S00°0 8200 $50 0 S0L 'S 0ze 0 1520 6T £0-5652¢
ANYLI SANYIO S THYAQ YAATT Lod - 1AM (O M3 TYWINY
nLId TYNIUAY Sn¥ALN Sn¥aLO
AYG/OR/DW 0001 ‘dNO¥D FIYWES ﬁ\l .\J
[ 00T/0) 'SIM AQOd TYNI4 OI EAIINTEE "SIM NYDYO TYNAIAIANI [
¥ qovd SIvd FTYWNId AL NI (S00€O0SL) INVINVA LLOL dS J0 AYSSY TYL¥dEnd
LT JTEYL |



—

L]

SP 7077 Varant (TS03005)
03-006

APPENDIX A

Certificate of Analysis (Sponsor-Provided Data)
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Test Substance Certificate

Test Substance
T803005

Lot #
TS03005

Purity
100%

Physical Deseription
Dark brown viscous liquid

Storage Conditions
Ambient

Expiration Date
1 March 2004

Additional Comments
Can be heated to 60°C to facilitate sampling.

/
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SP 7077 Vanant (TS03005)
03-006

APPENDIX B

Analytical Chemistry Report (Sponsor-Provided Data)
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TITLE
The Analytical Report in Support of a Female Pubertal Assay of SP 7077 Variant (TS03005)
Administered Orally in Juvenile Female Rats

SUBMITTED TO SUPPORT THE TESTING OF:

SP 7077 Varlant, TS03005
T - —

— AUTHOR

STUDY INITIATION DATE
§ March 2003

ANALYTICAL START DATE
19 March 2003

ANALYTICAL END DATE
46 April 2003

ANALYTICAL STUDY COMPLETION DATE
6 June 2003
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ANALYTICAL STUDY GLP COMPLIANCE STATEMENT

All amnbdinsltncte narfarmed hu Intanratad | ahnratapy Technologies fo
) _ ducted in compliance with current EPA Good
Laboratory Practice (GLP) standards as déScribed by the Toxic Substances Control Act (TSCA)

40 CFR Part 782, and the revised Organization for Economic Cooperation and Develapment
(OECD) Principles of GLP, ENV/MC/CHEM(98)17.
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ANALYTICAL STUDY QUALITY ASSURANCE UNIT STATEMENT

The analytical raw data and final report for the Integrated Laboratory Technologies (ILT) study
have been reviewed by the ILT Quality Assurance Team.

The report appears to accurately describe the methods and Standard Operating Procedures
(SOPs) used in the study. The reported results accurately reflect the raw data of the study.

[S—

Study Title

The Analytical Report in Support of a Female Pubertal Assay of SP 7077 Variant (TS03005)
Administered Orally in Juvenile Female Rats

Dates Reported to
Study Director WIL Research Mamt _ ILT Mgmt

Study In-progress inspection

20 March 03 19 Aprii 03 18 April 03 18 Aprit 03
Analytical Draft Report Review
) 20 May 03 6 June 03 6 June 03 6 June 03
3and § June 03

Analytical Final Report Review
6 June 03 € June 03 6 June 03 6 June 03

L
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ABSTRACT

Samples of suspensions (TS03005 in comn oil) used in a femaie pubertal assay in rat -
13

1y e numoyeneily, swouuy. -IRISMR[®F1IeT- 1)
concentrations. A ¢irect onuton procequre was empioyed to prepare the samples for elemental
analysis by inductively Coupled Plasma-Atomic Emission Spectroscopy (ICF-AES). Homogeneity
and stability of TS03005 in corn oil were established. The nominal concentrations of all dosing
suspensions were verified by the analytical data.

TEST SUBSTANCE

The test substance used in the preparation of the dosing suspensions is identified as a SP 7077
variant by the Sponsor but will be referred to by its tot number of T303005 throughout this report.
The CAS number is confidential; contacﬂ further information. The
test substance was characterized and its stabiity was wowuns ey v 10 the initiation of the

study. The stability of TS03005 (£15% of the expected value) ;;E emonstrated

on page 8. This data was aenerated during a Hershberger Assay study with 1 503005, WIL-
187037

INTRODUCTION

The purpose of this analytical study was the detarmination and verification of TS03005
homogeneity, stability, and concentration in com oil. The concentration shudy samples were

aliquots taken from mixtures prepared as dosing suspensions fq[_@ female pubertal assay in rats
as outlined in the protocol \‘oﬂfe ' o

The analytical portion of the study was performed by the Elemental Analvsis Team in the
Integrated Laboratory Technologies (ILT) group

Coa amanea] tfan and
i uawss wele Vi Marcn ZUUS ang 10 Api ZUUS tespouuvey .

EXPERIMENTAL

SAMPLES - -

Sampies were shipped fror T's Principal Investigator. Sampies were stored
at room temperature and in the dark prior to analysis.

The first batch of samples was transferred to the laboratory on 19 March 2003. The analysis of
the last sample was completed on 11 April 2003. The density of the corn oil vehicle was
determined on 16 April 2003.

STANDARDS
Calibration standards for the ICP-AES were made from certified commercially prepared elemental
concentrates (Conastan Division of Conoco, Inc.). Standard preparation data is archived by ILT.
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ANALYTICAL METHOD

Samples were prepared as stated in ILT's Test Code 30157, SOP ME-007 “Direct Dilution Method
to Verify Concentrations of Additives Dissolved in Solvent Vehicles,” and analyzed foilowing the
procedure outfined in SOP EQ-114 *Model 3560 Inductively Coupied Plasma Spectrometer.”

The approach employed in this method was to verify concentration based on the known slemental
composition of TS03005. Aliquots of the dosing suspensions were diluted in an o-xylene diluent
and the elemental composition was determined by ICP-AES. The calcium concentration of the
sampies was then used to ascertain the concentration of TS03005 in the dosing suspensions.

DISCUSSION

DETERMINATION OF THE METHOD DETECTION LIMIT

The method detection limit (MDL) was determined following the procedure outlined in 40 CFR 136
Appendix B. The procedure required seven measurements of a standard. The mean, standard
deviation, and variance of the replicates were used in the computation of the MDL. The MDL for
caleium was calculated to be 0.007 weight (wt) ppm. A reporting limit of 0.7 wt ppm is used for
vehicle sample results.

SAMPLE ANALYSIS

The analytical results for the suspensions of TS03005 in corn oil are summarized in the tables
located on pages 9 through 12. Nine calibration standards were analyzed to generate a second
order fit with inverse concentration-squared weighting. All instrument control checks were within
acceptable limits. Known amounts of cakium were spiked into 11 samples throughout the
duration of the study and gave acceptable percent recoveries of 92 1o 102%.

The dosing suspensions were analyzed for calcium, an element present in known concentrations
in the test substance, TS03005. Dosing suspension estimates of weight percent calcium were
derived by the following formula:

S
Jc+(D2 _ﬂz_)
Dl

where x is the solute test substance concentration in mg/ul.; D, is the test substance density
(1.0005 g/mL), and D, is the vehicle or sclvent density (com oil, 0.9190 g/mL). The concentration
of calcium in TS03005 is 5.94 wt%. The measurad results of caicium were obtained by ICP-AES,

converted to wt% from ppm by multiplying by 10, and then compared against the theoretical
values.

W% Ca= % Ca in T503005

Homogeneity was confirmed if the percent differences between the overail dose level mean and
individual strata means were 10% or less. Stability and concentration data were evaluated using
percent difference. The acceptable tolerance was 15%. Duplicate analyses were compared
using the Contract Laboratories Program (CLP) Guidelines for Inorganic Analyses relative percent
difference limit of 20%.
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RESULTS AND CONCLUSIONS

The confirmation of dosing suspension homogeneity is supported by the data presented on page
9. The percent difference of all strata means with their respective overall mean is well below the
10% tolerance.

Ten-day stability of TS0300S in corn oil is established on page 10. The suspensions were
analyzed when received from Wil Research and again ten days after the initial analysis. The
percent difference between the estimated and measured concentrations is less than 15% for afl
dosing levels.

The Summary of Analytical Results for the Concentration Study is found on page 11. The nominal
concentrations of all dosing suspensions were verified by the analytical data. The percent

difference between the estimated and measured concentrations is less than 15% for all dosing
levels.

The table on page 12 presents the duplicate precision data. The agreement beMeen the
duplicates is excellent and well under the CLP guideline tolerance of 20%.

ARCHIVES

SAMPLES
The unused portion of all samoles shall be stored ir

1 minimum of one year after the final analytical report is issued.

RAW DATA

Calibration data; and instrument, chemical. and standard ioabook documentation shall be
archived by ILT as facility recorde Al other raw data shall be
archived in the Analytical Study Fiie in 1L 1's Anatytical Study Archives.

FINAL REPORT

A copy of the final report shall be archived with the Analytical Study File in ILT.

PROTOCOL AND SOP DEVIATIONS

There were no protocol or SOP deviations.

STUDY PERSONNEL
PRINCIPAL INVESTIGATOR
ANALYSTS
*
SUPERVISORY PERSONNEL
L —
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03-006

APPENDIX D

zproductive Historical Control Data [Crl:CD®( SDYGS BR Rats]
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Study Number: _

PROTOCOL AMENDMENT IiI
Sponsc
Sponsor Study No.: 03-006
A. Tide of Study:

A Female Pubertal Assay of SP 7077 Variant (TS03005) Administered Oraily in
Juvenile Female Rats

B. Protocol Modification:
1) VII. Experimentai Design:

F. General Observations During the Experiroental Period:
2. Body Weights:
Replace the last sentence with the following:

Final body weights wili be collected {to the nearest whole gram)
prior to euthanasia.

2) 4. Determination of Estrous Cycles:
Please add the following sentence:

The mean age of rirst estrus will be determined.

3) X. Statistical Methods:

Please add the following sentence:

The mean age of first estrus will be analyzed by a parametric one-way
analysis of variance (ANOVAY to determine intergroup difference. If the
results of the ANOVA are significant (p<0.05), Dunnett’s test” will be
applied to the data 1o compare the treated groups to the control group.

C. Reason for Protocol Modification:

1) Ta clarify the protocol requirement for the recording of final body weights.
7
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Protocol Amendment 1L
Page Two

2&73) To add determination of mean age of first estrus to the parameters 1o be
evaluated and describe the method of statistical analysis.

Approved By:

)
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Study Numbe
PROTOQCOY + M RAATAIT 17

: ___] Spons-

Spansor Study No.: 03-006

A. Title of Study:

A Female Pubertal Assay of SP 7077 Variant (TS03005) Administered Orally in
Juvenile Female Rats

B. Protocol Meodification:

Y

1. Objective:
Replace this section with the following:

The obijective of this study is to evaluate the ability of the test article to
induce effects on pubertal development in the intact juvenile female rat.

C. Reason for Protocol Modification:

D

K

Prior to issuance of the protocol, the Sponsor elected to remove evaluation of the
thyroid from the study design. The reference to the thyroid in the objective was
inadvertently not removed from the protocol.

Approved By:
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Study Numch
g
PROTOCOL AMENDMENT I
- r
Sponso~

Sponsor Study No.: 03-006
A. Title of Study:

A Female Pubertal Assay of SP 7077 Varant (TS03005) Administered Orally in
Juvenile Female Rats

B. Protocol Modification:

1) The title of the study is revised to the following:

A Female Pubertal Assay of SP 7077 Variant (TS03005) Administered
Orally in Juvenile Female Rats

2) IV. Test Article Data:

A. Identification: SP 7077 Variant (TS03005)
B. Lot Number: TS03005
3) VIIL. Experimental Design:

D. Organization of Test Groups, Dosage Levels and Treatment
Regimen:

1. Organization of Test Groups:

Dose Dose Number
Group Test Dosage Level | Concentration Volume of
Number Article (mg/kg/day) (mg/ml) (ml/kg) Females
i Corn Oil 0 1] 5 15
2 TS03005 150 30 5 15
3 ‘TSO3005 500 100 5 15
4 TS03005 1000 200 5 15
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7034
Amendment [
‘0

eral Observations During the Experimental Period:
1. Clinical Signs:
Replace the 3™ sentence with the following:

Clinical observations regarding general appearance and behavior
will be recorded daily prior to dosing. During the treatment period,
the rats will be observed also approximately one hour following
dosing and the observations will be recorded.  Additional
post-dosing observation periods may be necessary and will be
documented in the study records.

C. Reason for Protocol Modification:

1)
2)
3)

4)

The Sponsor has elected 1o evaluate a different test article.
To document the new test article identification and lot numnber.
To document a change in test article, dosage levels and dose concentrations.

To clarify that clinical observations will be performed daily prior to dosing and to
add the provision for the collection of additional post-dosing periods.

Approved By:
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PROTOCOL

A FEMALE PUBERTAL ASSAY OF SP 7077 VARIANT
(TS02045) ADMINISTERED ORALLY IN JUVENILE FEMALE RATS

Sponsor Study Number: 03-006

Submitted To:
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I. Objective: The objective of this study is to evaluate the ability of the
test article to induce effects on pubertal development and
thyroid function in the intact juvenile female rat.

I1. Personnel Involved in the Study:

——.
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Whasch 5, 2003

I11. Study Schedule:
Proposed Animal Receipt Date: March 6, 2003
Proposed Experimental Start Date: March 18, 2003
Proposed Experimental Termination Date:  April 7, 2003
Proposed Audited Report Date: May 23, 2003

IV. Test Article Data:

A. Identification: SP 7077 Variant (TS02045)

B. Lot Number: TS02045

C. Purity: 100%

D. Stability: The test article is considered to be stable
under the storage conditions provided by the
Sponsor.
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E. Physical Description:
F. Storage Conditions:

G. Reserve Samples:

H. Personnel Safety Data:

V. Test System:
A. Species:
B. Strain:

C. Source:

D. Number on Study:

E. Body Weight Range:

F. Age:

Dark brown viscous liquid
Store at ambient conditions.

Reserve samples of the test article will be

taken in accordance with {WID standard

operating procedures and stored in the

Archives at\WIL Research Laboratories, Inc.]
indefinitely unless otherwise specified.

To be provided by the Sponsor. It is the
responsibility of the Sponsor to notify the
testing facility of any special handling
requirements for the test article. A material
safety data sheet (MSDS) should accompany
the test article upon arrival at the laboratory.

Rat.
Sprague-Dawley Crl:CD®(SD)GS BR.

Charles River Laboratories
Portage, Michigan

60 Females (maximum of 80 Females
purchased). Immature females will be
supplied in litters of 10 animals with their
own or another (fostering) dam. The
immature females will be nine days old
upon receipt. Animals not assigned to the
study will be transferred to the stock animal
colony or will be euthanized by carbon
dioxide inhalation and the carcasses
discarded.

At randomization: 30-50 g. All animals
assigned to study will be * 5 g of the mean.

At start of dosing animals will be 22 days of
age.
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G. Identification System: The matemal animals will be uniquely
identified by a Monel® metal cartag
displaying the animal number. The pups will
be identified by tail tattoo. Individual cage
cards will be affixed to each cage and will
display the animal number, group number,
study number, dosage level and sex of the

animal.
H. Justification for Selection: This species and strain of amimal is
recognized as appropriate for reproduction
studies. 3

reproductive historical control data n this
species and strain of rat. This animal model
has been proven to be susceptible to the
effects of reproductive toxicants.

V1. Specific Maintenance Schedule:

A. Animal Housing:

All animals will be initially housed by litter with their own or another (fostering)
dam in plastic matemity cages containing ground comcob nesting material
(Bed-O'Cobs®). Following randomization, the juvenile female animals will be
wearned and housed three animals per cage in plastic maternity (shoebox) cages.
The cage bedding will be changed at least three times each week. The cages will
be subjected to routine cleaning at a frequency consistent with maintaining good
animal heaith and WIL standard operating procedures. The facilities a

fully accredited by the Association for
Assessment and Accreditation of Laboratory Animal Care Intemational
(AAALAC International).

B. Environmental Conditions:

Controls will be set to maintain an average daily temperature of 71 + 5°F
(22 £ 3°C) and an average daily relative humidity of 50 + 20%. Temperature
and relative humidity will be monitored continuously. Data for these two
parameters will be scheduled for automatic collection on an hourly basis.
Fluorescent lighting controlled by light timers will provide illumination for a
12-hour light/dark photoperiod. Temporary adjustments to the light/dark cycles
may be made to accommodate protocol-specified activities. The ventilation rate
will be set at a minimum of 10 room air changes per hour, 100% fresh air.
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C.

Drinking Water:

Reverse osmosis-purified water will be available ad libitum. Filters servicing
the automatic watering system are changed regularly according to WIL standard
operating procedures. The municipal water supplying the laboratory is analyzed
according t¢ indard operating procedures on a routine basis to assure that
contaminants are not present in concentrations that would be expected to affect
the outcome of the study.

Basal Diet:

PMI Nutrition Intemational, L1.C Certified Rodent LabDiet® 5002 will be
offered ad libirum during the study. Periodic analyses of the certified feed are
performed by the manufacturer to ensure that heavy metals and pesticides are
not present at concentrations that would be expected to affect the outcome of th~
study. Results of the analyses are provided tc” .
by the manufacturer and will be placed in the study records. Feeders will be
changed and sanitized once per week.

VIL. Experimental Design:

A.

Animal Receipt and Quarantine:

Each animal will be inspected by a qualified technician upon receipt. Rats
judged to be in good heaith and suitable as test animals will be immediately
placed in quarantine for nine (if animals are received at ten days of age,
randomized at age 21 days, with dosing starting at age 22 days) days. All rats
will be initially sexed and weighed. Maternal animals will be permanently
identified with a metal ear tag, and juvenile animals will be identified by tail
tattoo. During the quarantine period, each rat will be observed twice daily for
changes in general appearance and behavior. Prior to the start of the in-life
phase, those animals judged to be suitable test subjects will be identified and
receive a detailed physical examination at the time of animal selection for
randomization. :

Randomization:

At the conclusion of the quarantine period (animals 21 days of age), animals
judged to be suitable test subjects and meeting acceptable body weight
requirements, will be assigned at random using a computer program. At that
time, the animal numbers and corresponding body weights will be entered into
(he(_,WIIJ Toxicology Data Management System (WTDMS™). A printout
containing the animal numbers and individual group assignments will be
generated based on body weight stratification into a block design. Animals will
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then be weaned and arranged into the groups according to the printout. Each of
4 groups will consist of fifteen females. If after randomization statistically
significant differences between groups exist, new randomizations will be
generated until group mean body weights are homogeneous.

. Route and Rationale of Test Article Administration:

The route of administration will be oral (gavage). Historically, this route has
been used extensively for studies of this nature. Appropriate-sized steel,
ball-tipped, flexible Teflon® dosing cannulae will be used for the oral
administration by gavage. Any losses, or incomplete dosing will be recorded.

. Organization of Test Groups, Dosage Levels and Treatment Regimen:

1. Organization of Test Groups:

The dosage levels were determined from the results of previous studies and
were provided by the Sponsor Representative after consultation with the
WIL Study Director. The following table presents the study group

arrangement.

Group Test Dosage Dose Dose Number

Number Article Level Concentration | Volume of
(mp/kp/day) (mg/ml) (mlkg) | Females

1 Corn Qil 0 0 5 15

2 TS02045 50 10 5 15

3 TS02045 150 30 5 15

4 TS02045 500 100 5 15

2. Vehicle Control Article:
Com oil.

3. Treatment Regimen:
The test and control articles will be administered as single daily doses
beginning on day 22 and continuing through 41 days of age. All animals
will be dosed at approximately the same time each day, and the time of
dosing will be recorded for each animal.

4. Adjustment of Dosages:
Individual doses will be calculated based on each daily body weight to

provide the proper dosage. Individual animal body weights and individual
animal dosages will be recorded.
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E. Preparation and Analysis of Test Article Formulations:

1.

Method and Frequency of Preparation:

Based on the physical characteristics of the test article, appropriate methods
will be used to ensure the best possible formulations of the test article in the
vehicle. Dosing formulations of the test article will be prepared weekly.
The study director or the deputy director or designee will visually inspect the
formulations prior to initiation of dosing. This visual inspection will be
performed to assure that the formulations are visibly homogeneous and
acceptable for dosing. Any special procedures required for formulation will
be documented according to Good Laboratory Practices and presented in the
final report of this study.

Homogeneity and Stability of Test Article Formulation:

Dosing mixture homogeneity will be collected prior to the initiation of test
article administration. While undergoing stirring in the beaker, the following
sample aliquots (5 mL) will be drawn for analysis: control, three aliquots
(from the middle); all treatment groups, nine aliquots (3 each from the top,
middle and bottom). Two of the three samples will be sent to

analysis of homogeneity and stability over a ten-day period. ‘The samples
will be shipped under ambient conditions. The remaining sample from each
dose level and strata will be stored under normal laboratory conditions for
possible future analysis.

Concentration Analysis:

Samples of the dosing mixtures will be collected on the first and seventh day
of each weekly preparation. At each time point, two 5-mL aliquots will be
taken from each dose level (middle stratum), including the control group.
The dosing mixture will be thoroughly mixed before taking each sample.
One sample from each dose level will be analyzed; the remaining sampie
will be retained by the Testing Laboratory for possible future analysis.

Dosing mixture samples for homogeneity, stability and concentration of the
test article at all dose levels, including the control, will be analyzed by the
Sponsor. The methods employed will be one or more of the following:

~ T

— -
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Concentration and stability data will be evaluated using percent
difference. The acceptable tolerance between the theoretical and
measured values is 15%.

Mixtures will be considered homogeneous if the difference between the
overall group mean and the strata mean is 10% or less.

4. Sample Handling and Shipment:

Each 5-mL sample will be placed in a glass vial with a Teflon-lined lid. The
vial plus sample weight will be recorded with an accuracy of + 0.0005 g.
Each sample will be stored at ambient temperature. Each sample container
will be labeled with the following information:

Accession Number

Sponsor's Reference Number

Testing Laboratory Study Number

Test Article Name

Dose Level (mg/kg) )

Dosing Mixture Concentration (mg/ml.)
Preparation Date

Sampling Date

Weight of Sample

The sample shall be packed in a suitable contziner to mamtain the
temperature conditions specified in Section IV.F. during transit plus an
adequate margin of safety for any transit delays. The sample shall be sent by

as noufication shall include test article and
study identification, carrier, 2nd estimated time/date of arrival. Sample
shipments shall be accompanied by an inventory sheet describing the
samples contained in the shipment with the information described above.
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F. General Observations During the Experimental Period:
1. Clinical Signs:

The rats will be observed twice daily for appearance, behavior, moribundity
and mortality. A detailed physical exarnination will be conducted at the time
of randomization. The rats will also be observed at the time of dosing and
again approximately one hour after administration. Observations shall
include, but are not limited to, evaluations for changes in appearance of the
skin and fur, eyes and mucous membranes, respiratory, circulatory,
autonomic and central nervous system functions, somatomotor activity and
behavior patterns. Observations will be recorded.

2. Body Weights:

Body weights will be recorded individually on a daily basis (to the nearest

0.1 gram) beginning one day prior to the start of dosing. Final body weights
will be collected prior to euthanasia.

3. Vaginal Perforation:

Each female pup (15/group) will be observed daily for vaginal perforation
beginning on PND 25 as described by Adams et al.! Examination of the
females will continue daily until vaginal perforation is present. The body
weight of each fernale will be recorded on the day of acquisition of vaginal
perforation.

4. Determination of Estrous Cycles:

Daily vaginal smears will be performed to determine the stage of estrus
beginning on the day vaginal perforation is observed. Smearing will
continue through the day of necropsy.

G. Euthanasia:

On PND 42, the animals will be euthanized by carbon dioxide inhalation, and
the time of euthanasia will be recorded for each animal. Any animals not
expected to survive until the following dosing period or untl the scheduled
euthanasia will be euthanized as described above.
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VIII. Anatomic Pathology:

A.

Macroscopic Examination:

A complete necropsy examination will be conducted on all animals dying
spontaneously or euthanized in extremis. This will include examination of the
external surface, all orifices, the external surface of the brain and spinal cord and
the thoracic, abdominal and pelvic cavities including viscera. A complete
necropsy will not be conducted on animais surviving to study termination. The
following tissues will be collected and placed in 10% neutral-buffered formalin:

Ovaries Uterine Homs (Four sections per horn)
Cervix and Uterine Body (Two sections) Vagina
Thyroid All gross (internal) lesions

Organ Weights:

1. Uterine Weights:

Wet and blotted uterine weights will be measured for all animals surviving to
the scheduled necropsy. Uterine weights will not be collected for any
animals found dead or euthanized in extremis.

The uterus will be harvested from all animals using the following procedure.
The harvesting of uteri will be performed in the same sequence as which
dosing occurred. The pubic symphysis will be opened and each ovary and
uterine horn will be detached from the dorsal abdominal wall. The ovaries
are separated from the uterine horns at the oviduct/uterus junction. The
urinary bladder and ureters will be removed from the ventral and lateral
side of the uterus and vagina. The fibrous adhesion between the rectum
and vagina is then detached until the junction of the vaginal orifice and
perineal skin is identified. The uterus and vagina are detached from the
body by incising the vaginal wall just above the junction between the
perineal skin. The excess fat and adnexa will be trimmed away. The
vagina is then removed from the uterus, leaving the cervix intact and
attached to the uterus for uterus weight measurement. Care is to be taken
during uterus harvesting such that the luminal contents are retained. A
record will be made if any luminal contents are lost. The uterus will be
transferred to a uniquely marked and tared plastic Petri dish with care to
avoid desiccation before weighing. The Petri dish should be lined with

saline-moistened filter paper (or equivalent) and covered to minimize
desiccation.
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The uterus harvesting and weighing procedure will be done in the order
described below.

1. Animal is euthanized and uterus harvested.

2. Uterus (with luminal fluid) is immediately transferred 1o a Petri dish
(lined with saline-moistened filter paper or equivalent) that was tared
immediately prior to the transfer.

3. The uterus’ wet weight is recorded to the nearest 0.1 mg.

4. The uterus is opened and blotted (see below).

5. The uterus is placed in a Petri dish (lined with saline-moistened filter
paper or equivalent) that was tared immediately prior to the transfer.

6. The uterus’ blotted weight is recorded to the nearest 0.1 mg.

Immediately following collection of the wet weight, the uterus will be
individually processed by opening the uterine wall and carefully blotting
the excess fluid. Both uterine homs will be pierced and cut longitudinally
with small surgical scissors, placed on filter paper (ex. Whatman No. 3)
and gently pressed with another piece of dry filter paper to absorb the
luminal fluid. The procedure will not be so severe as to render the tissue
unacceptable for histopathologic analysis, as this additional investigation
may be performed at the discretion of the Sponsor (by protocol
amendment).

2. Ovary, Liver, Pituitary and Adrenal Weights:

The following organs from all females euthanized at scheduled termination
will be weighed (to the nearest 0.1 mg):

Ovaries

Liver

Pituitary gland
Adrenal glands

To minimize systematic bias in the weighing procedures, organ harvesting
and weighing procedures will be divided as equally as possible among the
prosecting and weighing technicians, such that all animals from a group are
not processed by a single individual.

C. Microscopic Examination:
Following collection of wet uterine weight, blotting of the uterus and

collection of blotted uterine weight, each uterus will be placed in a uniquely
identified jar of 10% neutral-buffered formalin and preserved for possible
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1X.

XL

XIL.

microscopic examination. The vagina, ovaries, and thyroid from each animal
will be similarly preserved with the uterus.

Microscopic examination of hematoxylin-eosin stained paraffin sections may be
performed on the following tissues from all animals at the discretion of the
Sponsor (additional cost).

Ovaries Uterine Horns (Four sections per horn)
Cervix and Uterine Body (Two sections) Vagina (Two sections)
Thyroid All gross (internal) Jesions

Duration of Study:

The conduct of this study will require approximately five weeks for acclimation,
dosing and necropsy.

. Statistical Methods:

Body weights, body weight gains, organ weights, uterine weights (wet and blotted),
luminal fluid weights, mean days of acquisition of vaginal perforation and estrous
cycle length will be analyzed by a parametric one-way analysis of variance
(ANOVA) to determine intergroup difference. If the results of the ANOVA are
significant (p<0.05), Dunnett’s test® will be applied to the data to compare the
treated groups to the control group.

ality Assurance:

The study will be audited by the WIL Quality Assurance Unit while in progress to
assure compliance with the study protocol and protocol amendments, WIL standard
operating procedures and the appropriate provisions of EPA/TSCA and FIFRA
Good Laboratory Practice Standards published in the Federal Register (40 CFR Part
792 and 40 CFR Part 160) and the OECD Good Laboratory Practice Regulations
{C (97) 186/Final]. The raw data and draft report will be audited by the Aty
Assurance Unit prior to submission to the Sponsor Representative to assure that the
final report accurately describes the conduct and the findings of the study.

This study will be included on the WIL master list of regulated studies.

Records to be Maintained:

All original raw data records, as defined by WIL SOPs and the applicable GLPs, will
be stored as described in Section XII. in the Archives at
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XIv.

XV.

Work Product:

The Sponsor will have title to all documentation records, raw data, slides, specimens
and other work product generated during the performance of the study. All work
product, including raw paper data, pertinent electronic storage media and specimens
will be retuned to the Sponsor after a period of six months or following issnance of

the final report. All work product will be stored in compliance with regulatory
requirements.

Any work product, including documents, specimens, and samples, that are
required by this protocol. its amendr-ents. or other wrir*n instructions of the

Sponsor, to be shipped by ] 1other location will
be appropriately packaged and labelec as defined bv )Ps and delivered to
a common carmier for shipme: /1l not be

responsible for shipment following delivery to the common carrier.
Reports:

The final report will consist of an abbreviated summary report, including data tables
and an interpretation and discussion of the study results.

provide one copy of an audited draft report,
‘Submitted in a timely manner upon completion of the study prior to issuance of the
final report. One revision will be permitted as part of the cost of the study, from
which the Sponsor's reasonable revisions and suggestions will be incorporated into
the final report, as appropriate. Additional changes or revisions may be made, at
extra cost. It is e> nected that the Sponsor will review the draft report and provide
comments t¢ ithin a two-month time frame following submission.” il
submit the final report within one month following receipt of comments. Two
copies of the final report (1 unbound, 1 PDF electronic copy on CD) will be

provided. Requests for additional copies of the final report may result in additional
charges.

Animal Welfare Act Compliance:

This study will comply with all applicable sections of the Final Rules of the Animal
Welfare Act regulations (9 CER Parts 1, 2 and 3). The Sponsor should make
particular note of the following:

» The Sponsor Representative's signature on this protocol documents for the Study
Director the Sponsor's assurance that the study described in this protocol does
not unnecessarily duplicate previous experiments.
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by the sponsor.
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1. SUMMARY
1.1. OBJECTIVE

The objective of the study was to evaluate the ability of the test articles to induce effects

on pubertal development in the intact juvenile female rat.

1.2. STUDY DESIGN

SP 7077 Variant (TS03017) or SP 7077 Variant (TS03018), in the vehicle, Mazola® corn
oil, was administered orally by gavage once daily for 20 consecutive days to three groups
each of 15 CrI:CD®(SD)IGS BR immature female rats. Dosage levels for each test article
were 60, 250 and 1000 mg/kg/day, and the dose volume was 5mlL/kg. A concurrent
control group received the vehicle on a comparable regimen. These dosage levels were
determined from the results of previous studies and were provided by the sponsor

representative after consultation with the" tudy director.

Dosing procedures were performed from July 8 through 29, 2003, when the animals were
22 to 41 days of age; the study start was staggered, based on age. At the initiation of
dose administration, body weights ranged from 33.9 to 56.0 g. The following table

presents the study group assignment:

Dose Number

Group Test Dosage Level Concentration Dose Volume of
Number Article (mg/kg/day) (mg/mL) (mL/kg) Females

1 Corn Oil 0 0 5 15

2 TS03017 60 12 5 15

3 TS03017 250 50 5 15

4 TS03017 1000 200 5 15

S TS03018 60 12 5 15

6 TS03018 250 50 5 15

7 TS03018 1000 200 5 15

Due to spacing constraints, the dose group names are presented on the tables and figures

as corn oil, TS03017 60, TS03017 250, TS03017 1000, TS03018 60, TS03018 250 and
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TS03018 1000 for the vehicle control, 60, 250 and 1000 mg/kg/day TS03017 and 60, 250
and 1000 mg/kg/day TS03018 groups, respectively.

Preparation, storage and sampling of the control and test article formulations were
conducted as follows. For the control group, the appropriate amount of the vehicle was
dispensed into a storage container and stirred throughout use. The SP 7077 (TS03017)
and SP 7077 (TS03018) dosing formulations were prepared by weighing an appropriate
amount of test article for each group into a tared, calibrated storage container. A stir bar
and approximately 80% of the vehicle were added to the storage container, and the
mixture was stirred until uniform. The formulations were heated in a water bath (45°C to
58°C). The appropriate volume of vehicle was added to bring each formulation to the
calibration mark, and the preparations were stirred until uniform and throughout use. The
SP 7077 (TS03017) and SP 7077 (TS03018) dosing formulations were prepared
approximately weekly, divided into aliquots for daily dispensation and stored at room
temperature. Three samples from the control group and three sets of samples from the
test article formulations were collected prior to the initiation of dose administration. Two
sets of samples for concentration verification were collected on each day of preparation
and two sets were collected on the last day of use of each preparation. Two sets of
homogeneity/stability samples and three sets of concentration samples were shipped
under ambient conditions to the sponsor for homogeneity, stability and concentration.

analyses; the remaining samples were stored under normal laboratory conditions at WIL

Research Laboratories, Inc., for possible future analysis.

Thirteen dams with 9 to 14 female pups each (162 pups total) were received from Charles
River Laboratories, Inc., Portage, Michigan, on June 26, 2003. The pups were 8 to
10 days old upon receipt. Pups were initially housed in plastic maternity cages (by litter
with their own or a fostering dam) during the acclimation period (12 to 14 days) until
randomization of the pups on postnatal day (PND) 21. Following randomization, the
female pups were weaned and housed three per cage in plastic matemity cages.

Environmental controls were set to maintain an average daily temperature of 71+£5°C and
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an average daily relative humidity of 50+20%. Actual mean daily temperatures ranged
from 70.7° to 71.0°F (21.5° to 21.6°C) and mean daily relative humidity ranged from
53.2% to 56.1%. Light timers were calibrated to provide a 12-hour light (6 a.m. to
6 p.m.)/12-hour dark photoperiod. Air handling units were set to provide approximately
10 fresh air changes per hour. PMI Nutrition International, LLC, Certified Rodent

LabDiet® 5002 and reverse-osmosis-purified water were offered ad libitum.

All animals were observed twice daily for appearance, behavior, mortality and
moribundity. A detailed physical examination was performed at the time of
randomization. The rats were also observed daily (prior to dosing) and approximately
1 hour following dose administration; additional observations were recorded as
necessary. Clinical findings at the time of dose administration were recorded when
observed. Individual body weights were recorded daily. Each female pup was observed
daily for vaginal patency beginning on PND 25 as described by Adams, et al.!
Examination continued daily until vaginal patency was observed. Body weights were
recorded on the day that vaginal patency was noted. Beginning on the day that vaginal
patency was observed, vaginal lavages were performed daily, through the day of
euthanasia, and the slides were examined to determine the stage of estrus. The mean
estrous cycle length was calculated and reported for complete estrous cycles (i.e., the
total number of returns to metestrus [M] or diestrus [D] from estrus [E] or proestrus [P]
until the day of euthanasia), beginning on the day vaginal patency was observed. Estrous
cycle length was determined by counting the number of days from the first M or D in a
cycle to the first M or D in a subsequent cycle. In addition, the mean age at the onset of
the first estrous cycle was calculated using the first day each animal was observed to be
in estrus. A gross necropsy was performed on animals that were found dead. All
surviving animals were euthanized on PND 42 by carbon dioxide inhalation. The uterus
(wet and blotted), ovaries, liver, pituitary gland and adrenal glands were weighed.
Luminal fluid weight was calculated by subtracting the blotted uterus weight from the

wet uterus weight. A gross necropsy was not performed. The ovaries, uterus (homns and
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body), cervix, vagina, thyroid glands and gross lesions were retained from all females,

including those found dead, for possible microscopic examination.

Statistical tests were performed using appropriate computing devices or programs.
Analyses were conducted using two-tailed tests for minimum significance levels of 1%
and 5%, comparing each test article-treated group to the control group. Fach mean was
presented with the standard deviation (S.D.) and the number of animals (N) used to
calculate the mean. Mean body weights, body weight changes, days of acquisition of
vaginal patency, estrous cycle length, age at the first occurrence of estrus, luminal fluid
weights and absolute and relative organ weights were subjected to a parametric one-way
analysis of variance (ANOVA)* to determine intergroup differences. If the ANOVA
revealed statistically significant (p<0.05) intergroup variance, Dunnett's test® was used to

compare the test article-treated groups to the control group.

1.3. KEY STUDY DATES

Date(8) ..ceereeeereeeeeree e e Event(s)
June 26,2003 ... Experimental starting date (animal receipt)
July 8,2003 ... Experimental start date
(first day of dose administration)
July 8-29,2003 ... Test article administration
July 30,2003 ..o Experimental termination date (last
necropsy)

1.4. RESULTS - SP 7077 VARIANT (TS03017)
All animals in the TS03017-treated groups survived to the scheduled euthanasia.

Salivation was observed 1 hour following dose administration in the 250 and
1000 mg/kg/day TS03017 groups. The increase was observed in a dose-related manner.
This finding was attributed to the test article. Single occurrences of clear material around
the mouth were observed in one animal each in the 250 and 1000 mg/kg/day TS03017
groups. This finding was related to salivation. No other TS03017-related findings were
observed. A single occurrence of rales was observed in the 250 mg/kg/day TS03017
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group. This finding is common in laboratory rats, was not observed in the

1000 mg/kg/day TS03017 group, and was not attributed to the test article.

No test article-related effects on body weight or body weight gain were observed in the

60, 250 and 1000 mg/kg/day TS03017 groups. Differences from the control group values

were slight and were not statistically significant.

Vaginal patency was achieved earlier in the 60, 250 and 1000 mg/kg/day TS03017
groups than in the control group. The differences were significant (p<0.01) for the 250
and 1000 mg/kg/day TS03017 groups. Mean days of acquisition were 34.5, 33.3, 32.1
and 27.7 days in the control, 60, 250 and 1000 mg/kg/day TS03017 groups, respectively.
The value in the 1000 mg/kg/day TS03017 group was below the minimum mean value in

the' _ _ hstorical control data (31.9 days). While the 60 mg/kg/day TS03017 group
value was not statistically significant and was within the range of the&__ :} 1storical
control data, the earlier achievement of vaginal patency (1 day earlier than the concurrent
control group) was considered potentially related to TS03017 because of the dose-related
trend m comparison to the 250 and 1000 mg/kg/day TS03017 groups. Since the females
were younger on the day that vaginal patency was observed, mean body weights on the
day of acquisition in the 250 and 1000 mg/kg/day TS03017 groups were also lower

(significant at p<0.05 or p<0.01) than the control group value. These differences were

consistent with estrogenic effects of the test article.

No differences in mean estrous cycle length were observed when comparing the
TS03017-treated groups to the control group. Estrous cycle lengths in females of this age
are highly vanable, and combined with the limited number of animals and days of
evaluation, evidence of a test article-related effect was inconclusive. The mean first
occurrences of estrus in the 60, 250 and 1000 mg/kg/day TS03017 groups were earlier
than in the control group. The difference was significant (p<0.01) in the 1000 mg/kg/day
TS03017 group. The differences in all TS03017-treated groups were observed in a

dose-related manner and were consistent with the estrogenic effects of the test article.
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Test article-related reductions in mean absolute and relative (to final body weight) ovary
weights were observed in the 1000 mg/kg/day TS03017 group; the differences from the
control group were not statistically significant. Mean uterus weights (wet and blotted) in
the TS03017-treated groups were similar to the control group values. Luminal fluid data
were highly variable; however, mean luminal fluid weights in all TS03017-treated groups
were similar to the control group value. Mean absolute and relative liver weights in the
1000 mg/kg/day TS03017 group and mean absolute and relative adrenal gland weights in
the 60, 250 and 1000 mg/kg/day TS03017 groups were increased. The differences were
significant at p<0.05 or p<0.01 at 250 and 1000 mg/kg/day TS03017 groups compared to
the control group values. These increases were considered test article-related. No other

TS03017-related or statistically significant differences in organ weights were observed in

the test article-treated groups.

1.5. CONCLUSIONS - SP 7077 VARIANT (TS03017)
Based on the results of this study, the test article, SP 7077 Variant TS03017,

administered orally to juvenile female rats exhibited estrogenic effects in the 60, 250 and
1000 mg/kg/day groups, as evidenced by early achievement of vaginal patency (all
TS03017 groups) and occurrence of the first estrus (250 and 1000 mg/kg/day TS03017
groups) and by decreased mean ovary weights (1000 mg/kg/day TS03017 group).
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1.6. RESULTS - SP 7077 VARIANT (TS03018)
Two females in the 1000 mg/kg/day TS03018 group were found dead at 24 days of age,

following two doses. These animals had no clinical findings prior to death. There were

no mternal findings for these females at necropsy. These mortalities were potentially test
article-related. All other animals survived to the scheduled euthanasia. Salivation was
observed at the time of dose administration (1000 mg/kg/day TS03018 group only)
and/or 1 hour following dose administration in the 60, 250 and 1000 mg/kg/day TS03018
groups. The increase was observed in a dose-related manner. This finding was attributed
to the test article. Single occurrences of clear material around the mouth were observed
in two animals in the 1000 mg/kg/day TS03018 group. This finding was related to
salivation. A slight increased incidence of yellow anogenital material was observed in
the 1000 mg/kg/day TS03018 group at the daily observations. This finding is common in

laboratory rats, and was not attributed to the test article.

Test article-related reductions in mean body weight gains were observed in the
1000 mg/kg/day TS03018 group (statistically significant at p<0.05 or p<0.01) compared
to the control group values during the first three dosing intervals (PND 22-25). Mean
body weight gains in this group were similar to control group values throughout the
remainder of the study. When the entire treatment period (PND 22-42) was evaluated,
mean body weight gain in the 1000 mg/kg/day TS03018 group was similar to that in the
control group. Mean body weights in this group were similar to the control group values
throughout the study. No TS03018-related effects on mean body weights or body weight
gains were observed in the 60 and 250 mg/kg/day groups. Differences from the control

group were slight and not statistically significant.

Vaginal patency was achieved earlier in the 60, 250 and 1000 mg/kg/day TS03018
groups than in the control group. The differences were significant (p<0.01). Mean days
of acquisition were 34.5, 28.3, 27.9 and 27.6days in the control, 60, 250 and
1000 mg/kg/day TS03018 groups, respectively. The values in all TS03018-treated

14 of 177



SP 7077 Variants (TS03017) and (TS03018)
03-024

—

groups were below the minimum mean value in the _historical control data
(31.9 days). Since the females were younger on the day that vaginal patency was
observed, mean body weights on the day of acquisition in the 60, 250 and
1000 mg/kg/day TS03018 groups were also lower (significant at p<0.01) than the control

group value. These differences were consistent with estrogenic effects of the test article.

No differences in mean estrous cycle length were observed when comparing the
TS03018-treated groups to the control group. Estrous cycle lengths in females of this age
are highly variable, and combined with the limited number of animals and days of
evaluation, evidence of a test article-related effect was inconclusive. The mean first
occurrences of estrus in all TS03018-treated groups were earlier than in the control
group.  The differences were significant (p<0.05 or p<0.01) in the 60 and

1000 mg/kg/day TS03018 groups; all differences were consistent with the estrogenic
effects of the test article.

Test article-related reductions in mean absolute and relative (to final body weight) ovary
weights were observed in the 60, 250 and 1000 mg/kg/day TS03018 groups; the
differences from the control group for the 250 and 1000 mg/kg/day TS03018 groups were
statistically significant (p<0.05 or p<0.01). Mean absolute and relative uterus (wet and
blotted) weights in the 250 and 1000 mg/kg/day TS03018 groups were also reduced
(significant at p<0.05 for the blotted weight in the 1000 mg/kg/day TS03018 group)
compared to the control group values. The reductions in mean uterine weights were
attributed to the test article; however, they were not considered indicative of estrogen
modulation. These reductions in mean uterine weights, in the presence of early
achievement of vaginal patency and occurrence of the first estrus, and decreases in mean
ovary weights, is inconsistent with estrogenicity. A statistically significant (p<0.05)
increase in absolute wet uterus weight was observed in the 60 mg/kg/day TS03018 group.
Because no dose-related trend was evident, this increase was attributed to biological
variation. Luminal fluid data were highly variable; however, mean luminal fluid weights

in all test article-treated groups were similar to the control group value. Mean absolute
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and relative liver weights in the 250 and 1000 mg/kg/day TS03018 groups and mean
absolute and relative adrenal gland weights in the 60, 250 and 1000 mg/kg/day TS03018
groups were increased. With the exception of the mean relative adrenal gland weight in
the 60 mg/kg/day TS03018 group, the differences were significant (p<0.05 or p<0.01)
compared to the control group values. These increases were considered test
article-related. No other test article-related or statistically significant differences in organ

weights were observed in the test article-treated groups.

1.7. CONCLUSIONS - SP 7077 VARIANT (TS03018)
Based on the results of this study, the test article, SP 7077 Variant TS03018,

administered orally to juvenile female rats exhibited estrogenic effects in the 60, 250 and

1000 mg/kg/day groups, as evidenced by early achievement of vaginal patency and

occurrence of the first estrus and by decreased mean ovary weights.
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2. KEY STUDY PERSONNEL AND REPORT SUBMISSION

Study Supervisors:

e

Report Prepared By:

Report Reviewed By:

~

-

]
f]
]
J

"
Report Approved and Submitted By:

C g - A
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3. QUALITY ASSURANCE UNIT STATEMENT
3.1. PHASES INSPECTED
Date(s) Date(s)
Findings Findings
Date(s) of Reported to Reported to
Inspection(s) Phase Inspected Study Director ~ Management
7/28/03 Necropsy 7/28/03 8/22/03
8/13/03 Study Records (Rx-1) 8/13/03 9/30/03
8/14/03 Study Records (I-1) 8/18/03 9/30/03
8/14/03 Study Records (I-2) 8/18/03 9/30/03
8/14/03 Study Records (N-1) 8/18/03 9/30/03
9/4/03 Draft Report 9/4/03 9/30/03

This study was inspected in accordance with the U.S. EPA Good Laboratory Practice
Standards (40 CFR Parts 160 and 792), the OECD Principles of Good Laboratory
Practice, the standard operating procedures Of{, __1 ﬁand the
—
sponsor's protocol and protocol amendments with the following exceptions. The data
located in Appendices A (Certificates of Analysis) and B (Analytical Chemistry Report)
were the responsibility of the sponsor. Quality Assurance findings, derived from the
inspections during the conduct of the study and from the inspections of the raw data and

draft report, are documented and have been reported to the study director. A status report

1s submitted to management monthly.

This report accurately reflects the data generated during the study. The methods and

procedures used in the study were those specified in the protocol, its amendments and the

_ ~
standard operating procedures otr;_’

The raw data, the retention sample(s), if applicable, and the final report will be stored in

the Archives at| - another location specified by the

Sponsor.
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3.2. APPROVAL
This study was inspected according to the criteria discussed in Section 3.1.
Report Audited By:
—_
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5. DEVIATIONS FROM THE PROTOCOL

This study was conducted in accordance with the protocol and protocol amendments,

except for the following.

At the time of randomization, the body weight range was to be £5 g of the mean for
animals assigned to the study. The actual range was from -10 g to +7 g of the mean.

Pups were 1dentified by tail tattoo. Prior to randomization, pups were also ear-tagged.

Duplicate samples (5 mL each) were to be collected for concentration analysis on the
first and last day of use of each weekly formulation. On July 21, 2003, only one
sample was collected on the last day of use for the July 14, 2003 preparation, and

only one sample was collected on the first day of use for the July 21, 2003
preparation.

The use of Teflon-lined lids on containers used to store dosing formulation samples

was not documented. The only type of container used for these samples has
Teflon-lined lids.

The dosing formulations were to be prepared weekly; however, the last formulations

prepared were used for 8 days. The sponsor has provided information that both test
articles are stable in corn oil for 10 days.

Dosing formulation samples were to be weighed to £0.0005 g. Samples collected on

June 26, 2003 were not weighed to this accuracy. All other samples collected were
weighed to a minimum of £0.0005 g.

The ovaries, uterus, cervix, vagina and thyroid glands were not collected from female
no. 30731-02 in the 1000 mg/kg/day TS03018 group that was found dead.

The method and route of euthanasia were not recorded.

For all animals necropsied on July 28, 2003 and for one female each in the control

and 250 mg/kg/day TS03017 groups euthanized on July 30, 2003, the ovaries were
weighed without the oviducts. All remaining ovary weights include the oviducts.

The blotted uterus weight for female no. 30728-14 (60 mg/kg/day TS03018 group)

was greater than the wet weight. Therefore, the wet and blotted uterus weights for
this animal were deleted.

These deviations did not negatively impact the quality or integrity of the data nor the

outcome of the study.
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FIGURE 2 (TS03018)
PUBERTAL ASSAY OF SP 7077 VARIANT TS03017 & TS03018 IN RATS

AT ACQUISITION OF VAGINAL PATENCY
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FIGURE 4 (TS03018)
PUBERTAL ASSAY OF SP 7077 VARIANT TS03017 & TS03018 IN RATS

MEAN BODY WEIGHT ( GRAMS)

AT ACQUISITION OF VAGINAL PATENCY
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FIGURE 7 (TS03017)

PUBERTAL ASSAY OF SP 7077 VARIANT TS03017 & TS03018 IN RATS
MEAN ABSOLUTE LIVER WEIGHT ( GRAMS)
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FIGURE 8 (TS03018)
PUBERTAL ASSAY OF SP 7077 VARIANT TS03017 & TS03018 IN RATS

MEAN ABSOLUTE LIVER WEIGHT ( GRAMS)
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